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Synthesis and pharmacological activity of 
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AB The title compds . were prepared as follows. [The analogs were purified by 
countercurrent distribution using 1000:1000:1 sec-Bu0H-H2O-HOAc as 
distribution solvent (Jaquenoud and Boissonnas, CA S3: 21696g) . Amino 
acid analysis of the purified samples was carried out as described earlier 
(CA 65: 3963c) and the amino acids are of L-conf iguration unless otherwise 
specified). Et 3N (2 g.) was added to a -5" solution of 4 g. 
benzyloxycarbonylhydroxyproline in 35 ml. CHC13 and 15 ml, PhMe. The 
mixture was treated with 2 g. isobutyl chlorof ormate (I), stirred 1,5 hrs . 
at -5«, and mixed with a precooled solution of 3.4 g. Et 

leucylglycinate in 50 ml. CHC13. The reaction mixture was kept overnight in 
a refrigerator to yield 4.5 g. Et benzyloxycarbonylhydroxyprolyl leucylglyc 
inate (II). m. 156" (dilute EtOH) , I<i]20D -69° (c 2, 

EtOH) . NH3 was passed 2 hrs. at 0» through a solution of 4 g. II in 
80 ml. MeOH. the mixture left overnight, solvent removed and the residue 
washed with EtOAc to yield 3.4 g. benzyloxycarbonylhydroxyprolyl leucylglyc 
inamide (III), m. 176*. |uj20D -60* (c 2, MeoH) . Ill 
(3 g.) was treated 30 min. at 20" with 12 ml. 2N HBr-HOAc. Ether 
was added to the solution precipitating HBr salts which were dissolved in 15 



ml . 



HCONMe2 (dmf) and after treatment with Et3N (iv) condensed with 3.3 g. 
p-nitrophenyl N-benzy loxycarbony 1 - S-benzylcysteinate (V) . The mixture was 
kept 48 hrs. to yield 3.8 g. N-benzyloxycarbonyl-S- 
benzylcysteinylhydroxyprolyl leucylglycinamide (VI), m. 174" 
(EtOAc- petroleum ether), l«)20D -50* (c 2, DMF). 

Condensation of S-benzylcysteinylhydroxyproly!leucylglycinamide (obtained 
by HBr-HOAc treatment of 3 g. VI) with 1.9 g. p-nitrophenyl 
benzyloxycarbonylasparaginate (VII) in 50 ml. EtOAc after 2 days yielded 3 



g bensyloxycarbonylasparaginyl -S-benzylcysteinylhydroxyprolylleucylglycin 
amide (VIII), m. 198», (<»]31D -45» <c I. DMF). IV 

(2.1 ml.) and 1.4 g. p-nitrophenyl benzy loxycarbonylglutaminate (IX) was 
added to a solution of the HBr salt of VIII (obtained by treatment of 2.5 g. 
viii with 45 ml. 2N HBr-HOAc). The solution was stirred overnight at room 
temperature to yield 2.8 g. benzyloxycarbonylglutamlnylasparaginyl -S- 
benzylcysteinylhydroxyprolyl leucylglycinamide (X). m. 231*. 

[<i]31D 40° (c 1, DMF). HC1 (4N 1.5 ml.) and 0.2 »1. 5M 
Ha no 2 was added at -5° to a cooled solution of 0.65 g. 

N-benzyloxycarbonyl-S-benzylcysteinyltyrosylisoleucyl hydrazide (XIJ in 10 
ml. DMF. The mixture was stirred 5 min. at -5° and 0.8 ml. IV in 30 
m) . EtOAc added, separated iv.HCl was filtered off, the filtrate dried 

(Na2S04) and condensed with L-glutami nylasparaginyl - S- 
benzylcysteinylhydroxyprolyl leucylglycinamide (prepared by HBr-HOAc 
treatment of x) to yield 0.53 g. N- benzy loxycarbony 1 -S- 
benzylcysteinyl tyrosy 1 isoleucy lglutami nylasparaginyl -s- 
benzylcysteinylhydroxyprolyl lecucy lglycinamide (XII), m. 238", 

|u)31D -40° (c 1, DMF). Na was added in small portions to 
0.4 g. XII in 125 ml. liquid NH3 until a blue color persisted for 15 min. 
The mixture was treated with NH4C1 until a clear colorless solution was 
obtained. NH3 was removed in vacuo, residue dissolved in 250 ml. H20, pH 
adjusted to 6.5, and C02 passed 4 hrs. through the solution until the Na 
nitroprusside test was neg. The solution was freeze-dried and the crude 
v- hydroxyprol ine-oxytocin (XIII) purified by countercurrent distribution 

(450 transfers). I (4.1 g.) was added to a solution of 8 g. 
benzyloxycarbonyl leucine and 4.3 ml. IV in 40 ml . CHC13 and 40 ml. PhMe at 
• 5». After 1.5 hrs., a precooled solution of 4.2 g. Me alaninate 
hydrochloride and 4.3 g. IV in 70 ml. CHC 1 3 was added and the mixture left 
overnight in a refrigerator to yield 7 g . Me benzy loxycarbony lleucylalanin 
ate (XIV), m. 101- (dilute EtOH) , |u)20D -38° (c 1, 

EtOH). Treatment of 5 g. XIV with HBr-HOAc and condensation with 5.6 g. 

p-nitrophenyl benzy 1 oxycar bony 1 pro 1 inate (as for VI) yielded 5 g. Me 

benzyloxycarbonylprolylleucylalaninate (XV), m. 147-8° 

(EtOAc-petroleum ether), (n)20D -72° (c 2, EtOH). XV was 

converted into the corresponding amide (XVI). m. 215», (u)20D 

-78* (c 1, EtOH), as for II. Treatment of the HBr salt of XVI 

(from 3 g. XVI, prepared in the usual way) in 30 ml. EtOAc with 2 ml . IV and 

J. 5 g. v yielded 3 g. N - benzy 1 oxyca rbony 1 - S - benzy 1 cyste i nyl prolyl 1 eucy la la 

ninamide (XVII), nn , 147" (EtOAc-pet roleum ether), (n|21D 

-35« (c 1, DMF). Condensation of the HBr salt of XVII (from 3 g. 

XVII) in 15 ml. DMF and 2 ml . IV with 1,8 g. VIII yielded 2.5 g. 

ben zy 1 oxycar bony laspa rag i nyl -S-ben2ylcysteinylprolyl 1 eucy la lan inamide 

(XVIII), m. 206°. l«]20D -25° (c I. DMF) . Removal of 

the benzyloxycarbonyl group from XVI II (as in VI ID and condensation with 

IX yielded 81* benzyloxycarbonylglutaminylasparaginyl -S- 

benzylcysteinylprolyl leucylalan inami de (XIX), m. 236V («) 20D 

-40° (c 1, DMF) . Treatment of XIX with HBr-HOAc and condensation 

with XI (as for XH) yielded 35* N-benzy loxycarbonyl -S- 

benzylcysteinyltyrosyl isoleucylglutaminylasparaginyl - S - 

benzylcysteinylprolyl leucyla lani namide . m. 249-50*, [<>}20D 

-50° (c 1, DMF) , which on treatment with Na - NH3 and subsequent 

oxidation by air (as for XIII) yielded 9- L-alanine-oxytocin (XX). Similarly. 

p-nitrobenzyl glycinate was condensed with p-nitrophenyl 

benzyloxycarbonyl lecucinate to yield 84* p-nitrobenzyl 

benzyloxycarbonyl leucylglycinate, m. 94° (EtOAc-petroleum ether), 

[<i]31D -20° (c 5, EtOH), which on HBr-HOAc treatment and 

condensation with p-nitrophenyl benzy loxycarbony lprol i nate yielded 83* 

p-nitrobenzyl benzyloxycarbonylprolyllecucylglycinate (XXI), m. 

126°, (.*|31D -55° (c 2; DMF). Removal of the 

benzyloxycarbonyl protecting group of XXI and condensation with V yielded 
75* p-ni trobenzyl N-benzy loxycarbony 1 -S-benzylcysteinylprolyl lecucylglycin 
ate (xxil), (<i)31D -40* (c 1. DMF), which could not be 

crystallized XXII was treated with HBr-HOAc and then with VIII to yield 87* 
p-nitrobenzyl benzyloxycarbonyl asparag inyl -S-benzylcy8teinylprolyllecylgly 
cinate (XXIII). m. 169°, !(>J31D -45" (c) 1. OMF) . 



Removal of the benzyloxycarbonyl group from XXIII and condensation with IX 

gave 78* p-nitrobenzyl benzyloxycarbonylglutaminylasparaginyl-S- 

benzylcysteinylprolylleucylglycinate (XXIV), m 218", [<j]31D 

-50° (c 1. DMF) . After removal of the benzyloxycarbonyl group, 

XXIV was treated with XI to give 43* p-nitrobenzyl N-benzyloxycarbonyl - S 

- benzylcysteinyltyrosyl isoleucylglutaminylasparaginyl -S- 

benzylcysteinylprolylleucylglycinate (XXV), m. 247°, lu]30D 

-48* (c 1, DMF). XXV was converted into 9-deamido-oxytocin (XXVI) 

by Na-NH3 reduction and oxidation by air. The synthetic analogs were tested 

for 

their biological activity as described earlier (loc. cit.). Oxytocic and 
vasodepressor activities of XXVI, XX, and 9-p-alanine-oxytocin 
(XXVII) were very low whereas XIII was inactive in these tests. 
Cumulative dose response studies showed that XX and XXVII had intrinsic 
activity Bimilar to that of oxytocin, while XXVI had greatly reduced 
intrinsic activity. 
IT 14902-41-1P 14902-42-2P 14902-43-3P 
15011-39-9P 

RL: SPN (Synthetic preparation), PREP (Preparation) 
(preparation of) 
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AB The invention relates to deuterated «-keto amides 

R1CONR2CDR3COCONR4R5 (D denotes a deuterium atom on a steric specific 
carbon atom,- Rl is opt i ona 1 1 y- subst i tuted azaheterocyclyl ,• R2, R3, R4 are 
independently H or alkyl; R6 is H, alkyl. aryl . alkylaryl. amino groups) 
for use as hepatitis C protease inhibitors. Thus, (i-keto amide I 
was prepared via peptide coupling and Dess-Martin oxidation and showed Ki 
nM and IC60 < 10. 0 uM in the HCV replicon assay. 

IT 950842-33-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation),- THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation)/ USES 
(Uses) 

(preparation of deuterated peptide a-keto amides as hepatitis C 

protease inhibitors) 
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L- prolyl -L-glutaminyl -2 -met hylalanyl - <4R) - 4 - hydroxy- L- prolyl - 2 - 
methylalanyl-N- I (IS) -1- ( hydroxymethy 1 ) - 2 -phenylethy 1 ) - (CA INDEX NAME) 
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Neuroleptic properties of the ion- channel - forming 
peptaibol zervamicin: locomotor activity and 
behavioral effects 

Ovchinnikova. Tatiana v.; Levitskaya. Natalia G . ; 
Voskreaenskaya, Olga G . ; Yakimenko, Zoya A..- Tagaev, 
Andrey A ,- Ovchinnikova, Anastasia Y . ; Murashev, 
Arkadiy N., Knmenskii, Andrey A. 
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Zervamicins IIA and I IB are members ot the peptaibol family of peptide 
antibiotics. They are produced by the fungus Emericel lopaia 
salroosynnemata . Peptaibols are known to be of potential usefulness for 
chemother a peutic applications, as are other secondary fungal metabolites. 
Previously, we have found zervamicins to decrease spontaneous locomotor 
activity in mice, suggesting their neurotropic properties on an equal 
footing with antimicrobial activity. The current study deals with 
behavioral effects of zervamicins IIA and I IB in mice. According to our 
results, both zervamicins induce a reliable decrease in locomotion and 
exploratory activity measured in the hole-board te3t . The behavioral 
effects of zervamicin IIA become apparent at lower dosages (0.05-2.0 
mg/kg) as compared with zervamicin IIB (0.5-12.0 mg/kg> . The expta. on 
behavioral effects in the elevated plus maze test showed that both 
zervamicins caused a reliable decrease in the number of head-dippings, 
open-arm entries, and rearings. The observed behavioral effects may be 
rather associated with a decrease in the exploratory activity than with 
anxiety-related responses in mice. Zervamicins induced depression- 1 ike 
behavior of exptl . animals in the forced-swim test. Both peptaibols 
reduce phys. endurance and change motor coordination of exptl. animals in 
the bar-holding test. Taken together, the data obtained clearly indicate 
that both zervamicins possess neuroleptic activity. 
INDEXING IN PROGRESS 

79395-85-0, zervamicin IIB 793SS-86-1. zervamicin IIA 
RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 
(neuroleptic activity of ion-channel - forming peptaibol zervamicin) 
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Membrane permeabilization of a mammalian 
neuroendocrine cell type (PC12) by the channel - forming 
peptides zervamicin, alamethicin. and gramicidin 
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AB Zervamicin I IB (ZER) Is a 16-mer peptaibol that produces voltage-dependent , 
conductances in artificial membranes, a property considered responsible 
for its antimicrobial activity to mainly Gram-pos. microorganisms. In 
addition, ZER appears to inhibit the locomotor activity of the mouse (see 
elsewhere in this Issue), probably by affecting the brain. To examine 
whether the electrophysiol . properties of the neuronal cells of the 
central neural system might be possibly influenced by the pore forming 
ZER, the present study was undertaken as a first attempt to unravel the 
rool . mechanism of this biol . activity. To this end, membrane 
permeabilization of the neuron-like rat pheochromocytoma cell (PC12) by 
the channel - forming ZER was studied with the whole-cell patch-clamp 
technique, and compared with the permeabi 1 i zat ions of the well-known 
voltage-gated peptaibol alamethicin F50/5 (ALA) and the cation 
Channel -forming pept ide-ant ibiot ic gramicidin D (GRAM). While 1 uM 
GRAM addition to PCI 2 cells kept at a membrane potential Vm » 0 mV causes an 
undelayed gradual increase of a leak conductance with a neg. reversal 
potential of ca . -24 mV, ZER and ALA are ineffective at that concentration and 
potential. However, if ZER and ALA are added in 5 -10 uM conens . while 
Vm is kept at -60 mV, they cause a sudden and strong permeabilization of 
the PC12 cell membrane after a delay of 1-2 min, usually leading to 
disintegrating morphol . changes ot the patched cell but not of the 
surrounding cells of the culture at that time scale. The zero reversal 
potential of the established conductance is consistent with the known 
aaelectivity of the channels formed. This sudden permeabilization does 
not occur within 10-20 min at Vm =■ 0 mV, in accordance with the known 
voltage dependency of ZER and ALA channel formation in artificial lipid 
membranes. The permeabi 1 izing action ot these peptaibola on the culture 
as a whole is further supported by K. -release measurements from a PC12 
suspension with a K> -selective electrode. Further anal, suggested that 
the permeabi 1 izing action is associated with extra- or intracellular calcium 
effects, because barium inhibited the permeabi 1 izing effects of ZER and 
ALA. He conclude, for the membrane of the mammalian neuron- like PC12 
cell, that the permeabi 1 i zing effects of the peptides ZER and ALA are 
different from those of ORAM, consistent with earlier studies Of these 
peptides in other (artificial) membrane systems. They are increased by 
cis-pos. membrane potentials in the physiol , range and may include calcium 
entry into the PC12 cell. 
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RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(membrane permeabilization of neuroendocrine cell type by the 
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by nmr. However, in the case toluene was added to the MeOH solution to 
further increase the hydrophobicity of the environment of the 
membrane-active peptide, the distribution function gives rise to a minor 
fraction (7-8*) with a distance of 4.2 nm. This distance corresponds moat 
likely to the more extended 27-helix structure. 
INDEXING IN PROGRESS 
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membrane- act ive zervamicin determined by PELDOR 
spectroscopy 
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Zervamicin is a vol tage - gated i on- channel - forming peptide. Channels are 
generally considered to be formed by first insertion of amphipathic mols. 
into the phospholipid bilayer. followed by self-assembly of a variable number 
of transmembrane helixes. The authors have studied the length of the 
peptide structure to address the question whether this peptide is long 
enough to span the phospholipid bilayer. The pulsed electron-electron 
double resonance (peldor) spectroscopic technique was used to determine the 
length of the helical mol . in membrane-mimicking solvents. This was 
achieved from the distance-related dipole-dipole interaction between spin 
labels, which were located at both ends of the linear peptide chain. The 
data were obtained by using samples of frozen glassy solns . of MeOH , 
MeOH/toluene, and Me0H/CHC13. Contributions of inter- and intramol . 
interactions of spin labels were separated to analyze the intramol. 
interaction and the distance distribution function between the labels. It 
is shown that the main maximum of the distribution functions is located at a 
distance of ca . 3.3 nm, and this distance appears to be only slightly 
dependent on the solvent composition The distribution function was observed to 
narrow after addition ot either CHC13 or toluene to MeOH, This effect is 
rationalized in terms of a decreased mobility of the terminal amino acid 
residues. By mol . -dynamics simulations, it was shown that the 
conformation, corresponding with the predominant distance found by PELDOR, 
agrees well with the mixed »«/3 10-hel ical that was previously determined 
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(Aam-i) is a membrane- act i ve peptatbol antibiotic isolated 
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AB Antiamoebin 

from fungal species belonging to the genera Cephalospor ium, 
Emericel lopsis. Gliocladium, and Stilbella. Antiamoebin I has the amino 
acid sequence : Ac-Phel-Aib-Aib-Aib- I va-cly- Leu- Aib8- Aib- Hyp-Gin -Iva- Hyp- 
Aib-Pro-PhU6 (Aib • NHCMe2CO, iva - isovaline residue. Phi - 
phenylalaninol) . By using the uniformly 13C, 1SN- labeled sample of Aam-i, 
the set of con format ional 1 y dependent J couplings and 3hJNC couplings 
through - bonds were measured. Anal, of these data along with the data on 
magnetic nonequ i valence of the 13CH nuclei 
L\ftfl3eh>) in Aib and Iva residues allowed us to draw the 

univocal conclusion that the N-terminal part (Phel-Gly6) of Aam-I in MeOH 
solution is in fast exchange between the right-handed and left-handed 
310-helical conformations, with an approx. equal population of both 
states. An addnl . conformational exchange process was found at the AibB 
residue. The 1SN- NMR- relaxat ion and CD- spectroscopy measurements 
confirmed these findings. Mol. modeling and Monte carlo simulations 
revealed that both exchange processes are correlated and coupled with 
significant hinge-bending motions around the AibB residue. Our results 
explain relatively low activity of Aam-I with respect to other lS-amino 
acid residue peptaibols (for example, zervamicin) in functional and biol . 
tests. The high dynamic 'propensity possibly prevents both initial 
binding of the antiamoebin to the membrane and subsequent formation of 
stable ionic channels according to the barrel -stave mechanism. 
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(antiamoebin I in methanol solution undergoes rapid exchange between 
right-handed and left-handed 310-helical conformations) 
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(antiamoebin I in methanol solution undergoes rapid exchange between' 
right-handed and left-handed 310-helical conformations) 
RN 64347-31-1 CAPLUS 
CN Antiamebin I oci) (CA INDEX NAME) 

Absolute stereochemistry. 



H Me 
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CAPLUS COPYRIGHT 2001 ACS on STN 
2007: 551776 CAPLUS 
147:189383 

Solid-phase synthesis of carboxylic and oxamic acids 
via Os04 /Nal04 /HMTA-medi ated oxidative cleavage of 
acetylenic peptides 

Nielsen, Thomas E. ,• Le Quement, Sebastian T. .- Meldal, 
Morten 

SPOCC centre. Carlsberg Laboratory, Valby. dk-2500. 
Den . 

Organic Letters (2007), 9(13), 2469-2472 
CODEN: 0RLEF7; ISSN: 1523-7060 
American Chemical Society 
Journal 
Engl ish 

CASREACT 147:189383 




AB A general method tor the solid-phase synthesis of carboxy- f unct iona 1 i scd 
peptides by oxidative cleavage of alkynes is presented, Clean and quant, 
conversion was enabled by the addition of bases, such as DABCO and HMTA, to 
the classical Os04/NaI04 mixture The utility of the reaction was further 
illustrated by the synthesis ot oxamic acids, e.g., I. 
IT 944414-31-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(solid-phase preparation of pept idocar boxy 1 i c acids and oxamic acids via 
preparation of acetylenic peptides followed by Os04 /Na 104 / HNfTA- mediated 
oxidative cleavage) 
RN 944414-31-7 CAPLUS 

CN Glycine, (4 R) - 1 - acetyl -4 - hydroxy- L- prolyl - L- u-aspartyl - L- 
phenylalanyl- (CA INDEX NAME) 

Absolute stereochemistry, 
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t 
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PATENT INFORMATION: 



2007:464416 CAPLUS 
146:476040 

CORP peptide antagonists and conjugates 

Gegg, Colin v., Jr., Miranda, Leslie P.; Walker. 

Kenneth w , ,■ Johnson, Eileen J.; Holder, Jerry Ryan; 

Wright, Marie E.,- D'Amico, Derin C. 

Amgen Inc., USA 

PCT Int. Appl., 162pp. 

CODEN: P1XXD2 

Patent 

Engl ish 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 2007048O26 
W0 2007048026 
W; AE, AG 



20070426 WO 2006-US41220 

20070726 
AU, AZ, BA, 
CN, CO. CR, CU, CZ. DE. DK , DM. 

1. HU. ID, 



BB. BG , BR. BW, 
DZ, EC. EE, EG. 



GB. GH, GM. GT, 
KP. KR, KZ, LA, LC, LK , LR, LS, LT, 



IN, IS, JP. 
LV, LY, 



BZ. CA. CH, 

PI, GB, GD. 

KG, KM, KN, 

HA, MD, MO. MX. 



MN, MW, MX, MY, MZ, NA, NO. NI , NO, NZ, OM. PG , PH, PL, PT. RO, 



PRIORITY APPLN. INFO. : 



SC, SD, 

UG , US , 

AT, BE, BO. CH, CY, 

IS, IT, LT, LU, LV, 

CF. CO, CI, CM, GA, 

GM. KE, LS, MW, MZ, 

KG, KZ, MD, RU, T J , 



VC, VN, 

CZ. DE. 

MC, NL. 

GN, GQ. 

NA. SD, 

TM, AP, 



SY, TJ, 



SM, SV, 

ZM, ZW 

EE. ES, 

PL, PT. RO, SE. SI, SK, 

GW, ML, MR, NE. SN. TD, 

SL. SZ. TZ, UO, ZM, ZW. 

EA, EP. OA 



TN. TR. TT, 

GR, HU, IB, 
TR. BP, SJ, 



US 2OO5-729083P P 20051021 

US 2006-584117 A 20061019 

OTHER SOURCE(S): MAR PAT 146:476040 

AB Disclosed is a composition of matter that involves a CORP peptide (calcitonin 
gene-related peptide) antagonist. A pharmaceutical composition is disclosed 
tnat comprises the composition of matter and a pharmaceutically acceptable 
carrier, which can be configured for administration to a patient. Also 
disclosed is a method of producing the composition of matter. Methods of 
treating, preventing, or mitigating migraine are also disclosed. 

IT 935558-69-3 

RL: PAC (Pharmacological activity), THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(calcitonin gene-related peptide antagonists and conjugates and 
pharmaceutically acceptable carriers for mitigating migraine) 
RN 935558-69-3 CAPLUS 

CN L- Phenyl a lan inamide, N- acetyl - L- tryptophyl - L-valyl - L- threonyl - L- hist idyl - 
N5- ( ami nocar bony 1 ) -L-ornithyl - L- leucyl -L- alanylglycyl - L- leucyl - L-alanyl - L- 
seryl -N5- (aminocarbonyl ) -L-ornithyl -L-serylglycylglycyl -L-valyl -L-valyl -L- 
arginyl - L- 1 ysyl - L- aspa raginyl -L-phenyla lanyl - L-valyl - (4R> - 4 - hydroxy-L- 
prolyl - L - threonyl - L- u-aspartyl - L- valylglycyl - L- prolyl - L- phenyl alanyl - 
L-alanyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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PATENT INFORMATION: 

PATENT NO. 



WO 2007038678 



2007:379162 CAPLUS 
X46: 395616 

Preparation of therapeutic analogs of ghrelin active 
at the GHS receptor 

Dong, Zheng Xin.- Culler. Michael Dewitt; Shen, 
Yeelana.- comstocX. Jeanne Mary 

societe de conseils de Recherchea et d' Applications 

Scientif iques S.A.S., Fr . 

PCT Int . Appl . , 110pp. 

C0DEN : PIXXD2 

Patent 

Engl ish 



APPLICATION NO. 



2007040S WO 2006-U937889 



20060927 

AT. AU, AZ, BA , BB. BO, BR, BW, BY, BZ, CA, CH , 

DE, DK. DM, DZ. EC. EE, EG. E5 , PI. OB, OD, 

HU. ID. IL. IN. IS. JP, KB. KG. KM. KN, KP. 

LR. LS, LT, LU. LV, LY , MA. MD. MO, MK, MN, 

NG . NI. NO. NZ. OM. PC. PH. PL. PT. RO, RS. 

SK, SL, SM, SV. SY, TJ. TM, TN, TR, TT, TZ, 

US, UZ, VC, VN, ZA, ZM. ZW 

BG, CH. CY, CZ, DE. DK . EE. ES, PI. PR. GB, GR, HU, 18. 



AE, AG, AL, AM, 

CN, CO. CR, CU, CZ, 

OE, GH. GM, HN, HR. 

KR. KZ, LA, LC, LK , 

MW. MX. MY. MZ, NA, 

RU. SC. SD, SE, SG, 



IS. IT. 
CF. CG. 



SI, SK. 
SN, TD, 
ZM, ZW, 



TR. BP, BJ. 
TG, BW, CH, 
AM. AZ, BY, 



20OS0928 
20051209 
20051215 



OTHER SOURCE(S) : 



LU. LV. MC. NL, PL, PT, RO. 
CM. GA. GN. GO, GW, ML. MR. 
MW, MZ. NA, SD. SL. SZ, TZ. UG , 
RU, TJ, TM 

US 2005-7215S7P 
US 2005-748904P 
US 2005-7S0771P 

MAR PAT 146:395616 

The present invention features ghrelin analogs, active at Che GHS receptor 
as either agonists or antagonists, in which amino acidB at position IS, 
16. n, 18, 19. or 20 have been substituted with Gly (myr istyl ) . 
Lys <bi ot inyl ) , etc. These analogs exhibited higher cell membrane binding 
affinity and were found to interact more efficiently with membrane bound 
receptors and thus were more biol . potent compared to native ghrelin. 
They are effective in stimulating the appetite, treating post -operative 
ileus, treating obesity, diabetes, cardiovascular disorders, inflammation, 
etc. 

932732- 49-5P 932732-S4-2P 932733-44-3P 

932733- 49-8P 

RL: PAC (Pharmacological activity); SPN {Synthetic preparation),- THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation),- USES 
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(drug candidate; preparation ot therapeutic analogs of ghrelin active at the 
GHS receptor) 
RN 932732-49-5 CAPLUS 

CN L-Argininarnide, glycy 1 - 2 -met hy lal any 1 -O- U-oxooctyl) -L-seryl-L- 

phenylalanyl - L- leucyl - L-seryl - MR) -4 -hydroxy- L- prolyl -L- u-glutamy 1 - L- 
hi st idyl -L- glut am inyl - L-arginyl - L- va lyl - L-glutaminyl - L-glutaminyl-L- 
arginy 1-L- lysyl - N- hexyl - L-gl utaminy 1 -L-seryl-L- lysyl - L- lysyl - L- prolyl - L- 
prolyl-L-alanyl-L-lysyl-L-leucyl-L-glut*minyl-L-prolyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 932732-54-2 CAPLUS 

CN L-Argininamide, glycyl -2-methylalanyl -N-hexyl - L-glutaminyl - L-pheny lalanyl - 
L-leucyl-L-seryl- <4R> -4 - hydroxy- L- prolyl -L- u -glutamyl - L- hi 3t idyl - L- 
glutaminyl -L-arginyl -L-valyl -L-glutaminyl ■ L-glutaminyl -L-arginyl-L-lysyl-N- 
hexyl -L-glutaminyl -L-seryl -L- lysyl -L- lysyl - L- prolyl - L- prolyl -L-alanyl-L- 
lysyl-L-leueyl-L-glutaminyl-L-prolyl- (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 932T33-44-3 CAPLUS 

cn L-Argininamide, N-acety lg lycy 1 - 2 -methy lalanyl -o- U -oxooctyl ) - L- sery 1 - L- 
pheny lalany 1 -L-leucyl-L-Beryl- <4R> - 4 - hydroxy- L- prolyl - L- a -glutamyl • L- 
hist idyl -L-glutaminyl -L-arginyl - L-valyl - L-glutaminyl - L-glutaminyl - L- 
arginyl-b- lysyl -N-hexyl -L-glutaminyl -L-seryl-L- lysyl - L- lysyl -L- prolyl *L- 
prolyl-L-alanyl-L-lysyl-L-leucyl-L-glutaminyl-L-prolyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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9J2T33-49-8 CAPLUS 

L-Argi ninamide, N-acetylg lycyl - 2 -me thy lalanyl -N-hexyl - L-glutaminyl -L- 
pheny 1 alanyl-L-leucyl -L-seryl- {4R) -4- hydroxy- L- prolyl - L- «i-glutanryl - L- 
h is t idyl - L-glutarainyl -L-arginyl -L-valyl -L-glutaminyl -L-glutaminyl - L- 
arginyl-L- lysyl -N-hexyl -L-glutaminyl -L-seryl -L- lysyl -L- lysyl -L- prolyl -L- 
prolyl -L-alanyl-L- lysyl -L- leucyl - L-gl utaminy 1 -L-prolyl - (CA INDEX NAME) 



Absolute stereochemistry. 
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AB Syntheses Of 



CAPLUS COPYRIGHT 200 7 ACS on STN 
2007:340399 CAPLUS 
146: 501337 

Novel glycosylated (Lys7) -dermorphin analogues: 
synthesis, biological activity and conformational 
investigations 

Biondi, Laura,- Filira, Fernando; Qiannini, Eliaa; 
Gobbo. Marina; Lattanzi, Roberta,- Negri, Lucia; 
Rocchi , Raniero 

Department of Chemical sciences. Institute of 
Biomolecular Chemistry, c.n.r., section of Padova, 
university of Padova, Padua. 1-35131. Italy 
Journal of Peptide Science (2007). 13(3). 179-189 

CODEN: JPSIEI; ISSN: 107S-2617 

John Wiley i. Sons Ltd. 
ILys7) • and (Hyp 6 . Lys7] -dermorphin analogs in which 



TyrS or Hyps are O-glucosylated are described. For comparison, the 
carbohydrate- t ree peptides have also been prepared Structural 



investigations by FT- IR and CD measurements were carried out on the 
synthetic analogs and some preliminary Pharmacol, expts. were also 
performed. The biol . potency of the gluco9ylated analogs was compared 
with that of the M-opioid receptor agonist dermorphin in GPI prepns . 
Olucosylation of either TyrS or Hyp6 reduces the potency of both 

(Lyo7) -dermorphin and (Hyp6, Lys7) -dermorphin . The effect induced by the 
TyrS glucosylation is quite strong and the potency of both peptides is 
reduced by about 150 times. A similar but less dramatic effect is induced 
by the glucosylation of the Hyp6 residue, and the potency of the parent 
peptide is reduced by about 15 times. The presence of acetyl groups on 
the sugar hydroxyl functions further reduces the . agonist ic potency of the 
glucosylated analogs. The analgesic potency of [Hyp6, Lys7l - , 

[Hyp(Polc)6,Lys7] - and (Tyr ( hole) S . Lys7] -dermorphin were also 
tested in vivo by the tail-flick test. The glucosylated 

hydroxyproline- containing analog is 8-10 times less active than the parent 
peptide, but its analgesic eftect lasts significantly longer. 

IT 220713-64-4P 936346-26-8P 936346-27-9P 
936346-2B-0P 936346-29-1P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study), PREP (Preparation) 

(preparation, conformation and biol. activity of glycosylated 
(Lys7) -dermorphin analogs as M-opioid receptor agonists) 
RN 220713-64-4 CAPLUS 

CN L-Lysinaroide, L- tyrosy 1 • D-alany 1 - L- pheny lalanylglycy 1 - L- tyrosyl - <4R) -4- 
hydroxy-L- prolyl- <CA INDEX NAME) 

Absolute stereochemistry. Rotation (.). 
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(CH 2 )4 

RN 936346-26-8 CAPLUS 



CN L-Lysinamide, L- tyrosyl -D-alany 1 -L- pheny lalanylglycy l-O- (2,3,4 , 6-tetra-O- 
acetyl - h-D-glucopyranosyl ) -L-tyrosyl- (4R) -4 -hydroxy- L- prolyl - (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 936346-27-9 CAPLUS 

CN L-Lysinamide, L- tyrosyl -D- a 1 any 1 - L- pheny lalanylg lycyl -O- P-D- 

glucopyranosyl -L-tyrosyl - I4R> -4 -hydroxy-L-prolyl- (CA INDEX NAME) 

Absolute stereochemistry. 



0 - u 
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RN 936346-28-0 CAPLUS 

CN L- Lyoinamide, L- cyrosyl -D-alanyl • L-pheny la lanylglycyl -L-tyrosyl - (4R) -4- 
t(2.3.4,6-tetra-0-acetyl- fl-D-glucopyranosyl JoxyJ -L-prolyl - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 936346-29-1 CAPLUS 

CN L-Lysinamide. L-tyrosyl -D-alanyl -L-phenylalanylglycyl-L-tyrosyl- MR) -4- 
(P-D-glucopyranosyloxy) -L-prolyl - <ca index NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2 0 07 ACS on STN 
2001:325865 CAPLUS 
146:474836 

Synergy of small molecular inhibitors of hepatitis C 
virus replication directed at multiple viral targets 
Wyles. David L. ; Kaihara, Kelly A.,- vaida. Florin.- 
Schooley. Robert T. 

Department of Medicine, Division of Infectious 
Diseases. University of California, San Diego. La 

Jolla, CA. USA 

Journal of Virology (2007). 81(6), 3005-3008 
CODEN: JOVIAM; ISSN: 0022-S38X 
American Society for Microbiology 
Journal 
English 

chronic hepatitis C virus (HCV) infection is a significant worldwide 
health problem with limited therapeutic options. A number of novel, small 
mol . inhibitors of HCV replication are now entering early clin. trials in 
Resistance to small mol. inhibitors is likely to be a significant 



hurdle to their use in patients. A systematic assessment of combinations 
of interferon and/or novel ant i • hepat it is C virus agents from several 
different mechanistic classes was performed in vitro. Combinations of 
inhibitors with different mechanisms of action consistently demonstrated 
more synergy than did compds. with similar mechanisms of action. These 
results suggest that combinations of inhibitors with different mechanisms 
of action should be prioritized for assessment in clin. trials for chronic 
hepatitis C virus infection. 

IT 832090-66-1 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); biol 
(Biological study). USES (Uses) 

(synergy of small mol. inhibitors of hepatitis C virus replication 
directed at multiple viral targets) 
RN 83 2090-66-1 CAPLUS 

CN L-Prolinamide. N- (methoxycarbonyl ) -3- [ (methoxycarbonyl ) amino) -L-alanyl- 

<2S> -2-cyclohexylglycyl -3-methyl -L-valyl-N- I (IS) -1- |2- (cyclopropylamino) -2- 
oxoacetyl) butyl 1 -4 - I | (3. 4 -di hydro- 2 (1H) - isoquinolinyl > carbonyl] oxy] - , 

(4R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2007:232767 CAPLUS 
146 : 291465 

Peptide plant hormones controlling plant 



differentiation. Discovery and identification of 
mature peptide MCLV3 derived from CLV3 specifically 
expressed in stem cells 
Sakagami. Yoji; Kondo, Tatsuhiko 

arad. Sch. Bio-Agric. Sci . , Nagoya University. Japan 
Kagaku to seibutsu (2007), 45(2), 78-80 

CODEN: KASEAA, ISSN: 04 53-073X 
Gakkai Shuppan Senta 
Journal ,- General Review 
Japanese 

A review on the identification of MCLV3 as mature peptide encoded by clv3 
by MALDI-TOF MS in Arabidopsis. comparison of MCLV3 with TDIF (tracheary 
element differentiation inhibitory factor), and functions of 

CLE-motif-containing peptides in the regulation of thdif ferentiation of plant 
cells. 



AUTHOR <S> : 
CORPORATE SOURCE 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANG U A0B 



IT 908127-11-7P 

RL: BSU (Biological study, unclassified); PRP (Properties),- PUR 
(Purification or recovery); BIOL (Biological study),- PREP (Preparation) 
(identification of MCLV3 as mature peptide of CLV3 and its role in 
plant cell differentiation) 
RN 90B127-11-7 CAPLUS 

CN L- Hist i dine, L- arginy 1 - L- 1 hreonyl -L-valyl- (4R) -4 - hydroxy-L- prolyl - L- 
serylglycyl - (4R) -4 -hydroxy -L-prolyl -L- »- as party 1 -L-prolyl - L- leucyl -L- 
histidyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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2007:85180 CAPLUS 
146 : 184740 

Preparation of peptides for 
obesity 

Sensfuss, ulrich, Christensen. Leif. Spetzler, Jane, 
Frieboes, Kilian Waldemar conde,- Thoegersen, Henning 
Novo Nordisk A/S, Den. 

PCT Int. Appl.. 114pp. 

CODEN; PIXXD2 

Patent 

English 



FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION; 



1 



KIND DATE 



APPLICATION NO. 



HO 2001009894 
WO 2007009894 

N: AE, AO, AL. 



WO 2006-EP64027 



AM. AT, AU, AZ, BA, 



CN, CO, CR, CU, CZ, DE, OK. DM, DZ, EC, EE, EO, 
GE, GH , GM, HN. HR, HU , ID, IL, IN, IS, JP, KE. 



RW: 



KR, KZ, LA, 

MW. MX, MZ, 

SC. SO, BE, 

US, UZ. VC, 

AT, BE, BG , 



LT, LU, LV, LY, 



NA. NG. HJ, NO, 



SC. SK. SL. SM, SY. TJ. 
VN. ZA, ZM, ZW 

CH, CY. CZ. DE, DK, EE, ES , FI , 



20060707 

BY. BZ, CA, CH, 

ES, FI, OB, OD, 

KG, KM, K.N, KP, 

MD, MO, MK. MN. 

PT. RO. RS, RU, 

TN, TR, TT, TZ, UA, UG. 



O NH-C-CH2 O CH2- 

II I 

NH-C-CH-CH 2 ' OH 



OM, PG, PH, PL, 



FR, 



IS. IT. LT. LU, LV, MC, NL, PL. PT. RO. SE, SI, 



CF, CG, CI, CM, OA 



MR. 



GB, GR. HU. 

SK, TR, BF, 

TD, TO, BW. 

ZW, AM, AZ. 



BJ, 



KG, KZ, MD 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (81 



20050718 



go, aw, 
SD, SL, 
AP, EA, 

EP 2005-106554 

MAR PAT 146:184 740 
The invention relates to novel peptide compels . T-A-L-P IT is 
tetrazol -5-yl ,- A is (cyclo) al kyl , (cyclo) alkenyl , or (cyclo) a lkynyl , which 
nay be substituted by halogen, hydroxy, or aryl; Lisa bond or linker; P 
is a peptide structure comprising at least six u-amino acid 
residues), which are effective in modulating one or more melanocortin 
receptor types. The compds. of the invention are of particular interest 
in relation to the treatment of obesity as well as a variety of diseases 
or conditions associated with obesity. Thus, 16- (tetrazol - S-yl ) hexadecanoyl - 
Oly-Thr-Gln-His-Ser-Nle-cyclo IGlu -Hyp-D-Phe-Arg-Trp-Lysl -NH2 was prepared by 
the solid-phase ' method. 
921761-6S-1P 

RL: PAC (Pharmacological activity),- SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of peptides tor use in treatment of obesity) 
921761-65-1 CAPLUS 

L- Lysinatnide , N- (2- (2- (2- [ (i 5 -carboxy- l -oxopentadecyl ) amino] et hoxy ) ethoxy) 
acetyl) -L-seryl -L-tyrosyl - <4R> -4 -hydroxy L-prolyl - L-norleucyl - L- <«- 
glutamyl- (4R) -4 -hydroxy -L-prolyl -D-phenylalany 1 -L-arginyl -L-tryptophyl - , 

(5-UO) - lactam (CA INDEX NAME) 



"\ I! I 

N* • C- CH- CH2" 



CH- Bu-n 
I 

C— O 



-U . 



CH2-0-CH2 CH2" NH- C - (CH 2 ) 14 " C0 2 H 



Of 



0 CH 2 0 | Pn CH2 0 

J ^ (CH 2 >3 -NH-C-NH2 
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Preparation of prolyl peptides as HCV inhibitors 
Oraupe. Michael; Link, John O.,- Venkataramani , 
Chandrasekar 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT ; 
PATENT INFORMATION: 

PATENT NO. 

WO 2007005838 



virobay. Inc . , USA 

PCT Int. Appl . , 87pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KIND DATE 



APPLICATION NO. 



ES. PI. GB, OD. 



20070111 WO 2006-US2S996 

AU, AZ, BA. BB. BG , BR. 

DE. DK, DM, DZ, EC, EE, 

HU, ID. IL, IN. IS, JP, KE, KG. KM. KN, KP. 

LR, LS, LT, LU. LV, LY, MA, MD, MG, MK. MN, 

NI , NO. NZ, OM, PG, PH, PL, PT, RO , RS , RU, 

SC, SD, SE. SG. SK, SL, SM, SY , TJ, TM, TN, TR, TT , TZ, UA. UG, 

US. UZ, VC. VN, ZA, ZM, ZW 



AE. AG. AL. AM. AT 



KR, KZ, LA. LC. LK 
MX, MZ, NA, NG 



RW: AT, BE. BO. CH, 

IS, IT, LT. LU, 

CF, CG, CI, CM. 

GM, KE, LS, MW. 

KG. KZ, MD. 
US 2007054864 
PRIORITY APPLN . INFO. : 



CZ, DE, DK, EE, ES, FI , FR. 

MC. NL, PL, PT, RO, SE, SI. 

GN, GO, GW. ML. MR, NE, SN, 

NA, SD, SL, SZ, TZ, UG, ZM. 



RU, TJ, TM 



20070308 



US 2006-478337 
US 2005-695767P 
US 2006-478337 



GB, OR. HU, IE, 
SK. TR. BF, BJ. 



20060628 
200S0630 
20060628 



OTHER SOURCE (S) : 



MARPAT 146 : 122306 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 
,B The invention is directed to peptides I IE is COCONR5R6, COCF2CONRSR6. 

COCF2C02R5. COCOR7, COCF2R8. COR9, COCO2RX0, CONR11R12, or B(R13)2. Where 

R5-R13 are independently H, alkyl. cycloalkyl, aryl. etc.; x is o. NR14 
(R14 is H. alkyl. substituted alkyl), S, SO, or S02; Y is CONH. 02CNH, 
NR14CONH, or NR14C02; Rl, R3 are independently alkyl, haloalkyl, alkenyl, 
alkynyl, cycloalkyl, cycloalkylalkyl , aryl, aralkyl, heteroaryl. 
heteroaralkyl , heterocyclyl , or heterocyclylalkyl . R2 is heteroaryl or 
CO- (fused heterocyclyl); R4 is alkyl, cycloalkyl, cycloalkylalkyl. aryl, 
aralkyl, heteroaryl, heteroaralkyl, heterocyclyl, or heterocyclylalkyl 
(alkyl, aryl, and other groups may be substituted)] or their 
pharmaceutical ly- acceptable salts which inhibit replication ot HCV and are 
therefore useful in treating hepatitis C infections. Thus, 
(quinolyloxy) prolyl peptide II was prepared by a multistep sequence which 
includes peptide coupling and shown to inhibit HCV replication with ICS0 * 
10 micromolar. 

:T 918662-17-6P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 
(preparation of prolyl peptides as HCV inhibitors) 
IN 918662-17-6 CAPLUS 

:N L-Prolinamide. N- ( (1 , 1-dimethy let hoxy) carbonyl) - 3 -methyl - L- valy 1 - 4 - ( < 5- 

chloro- 2 - pyridinyl ) oxy ) -N- | (IS) -1- (cyclobutylmethyl > -3 - (cyclopropylamino) - 
2 - hydroxy - 3-oxopropyl] - . (4R) - (CA INDEX NAME) 



BuO^ N.. c Bu-t 



□ 



H T 



IT 918662-11-0P 918662-13-2P 91B662-18-7P 
916662-19-8P 918662-20-1P 918662-21-2P 
91B662-22-3P 918662-23-4P 918662-24-5P 
918662-25-6P 918662-27-8P 918662-28-9P 
918662-30-3P 918662-39-2P 918662-46-1P 
918662-59-fP 918662-60-9P 918662-61-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation),- THU 
(Therapeutic usel ; BIOL (Biological study); PREP (Preparation) ,- USES 
(Uses) 

(preparation of prolyl peptides as HCV inhibitors) 
RN 918662-11-0 CAPLUS 

CN L-Prol inamide, N- (I (1 , 1 -dimethylethyl > amino] carbonyl} - 3 -methyl - L-valyl -N- 
l (1S>-1- (2- (cyclopropylamino) - 2 -oxoacetyl ) butyl] -4- I (7-methoxy- 2 - UH- 
pyrazol-l-yl) - 4 - qui nol i nyl I oxy ] -, <4R)- (CA INDEX NAME) 

Absolute stereochemistry. 



y. if 

N. 



* N"* S Bu-t 



918662-13-2 CAPLUS 

L-Prolinamide, N- | ( (1, 1 -dimethylethyl ) amino) carbonyl ] - 3 -methyl -L-valyl -N- 
H1S) -1- (cyclobutylmethyl) -3- (cyclopropylamino) - 2 , 3 -dioxopropyl ) - 4 - [(7- 
methoxy-2- < 1H -pyrazol - 1 -y 1 > -4 -quinol inyl ) oxy] -. (4R) - (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



RN 918662-18-1 CAPLUS 

CN L-Prolinamide, N- ( ( (l , l -dimethylethyl ) amino] carbonyl] -3-methyl-L-valyl -4- 
I (5-chloro-2-pyridinyl)oxy) - N- { (IS) -1- (cyclobutylmethyl > -3- 
< cyclopropylamino) -2 , 3 -dioxopropyl ] -, (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 



I 

NH 



i_J 



RN 918662-19-8 CAPLUS 

CN L-Proiinamide, N- I ( 1 , 1 -dimethylethoxy) carbonyl | - 3 -methyl - L-valyl -N- |(1S>-1- 
12- (cyclopropylamino) -2-oxoacetyl ! butyl] -4 - ( (7 -methoxy- 2 - 1 1H - py ra zol - 1 -yl ) - 
4-quinolinyl Joxyl - , (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 



RN 918662-20-1 CAPLUS 

CN L-Prolinamide, N- I (1. 1 -dimethylethoxy > carbonyl 1 -3 -methyl -L-valyl -N- [<1S)-1 
12- (cyclopropylamino) -2-oxoacetyl 1 butyl I -4- I n -methoxy -2-phenyl -4- 
quinolinyDoxy] - , (4R)- (CA INDEX NAME) 

Absolute stereochemistry. 

MeO„ .'^ N„ Ph 



O 

A. 



RN 918662-21-2 CAPLUS 

CN L-Prolinamide, N- [ (1 , 1 -dimethylethoxy) carbonyl I -3 -methyl-L- valyl -4- I (S- 

chloro-2-pyridinyl)oxy] -N- [ (IS) -1- (2- (cyclopropylamino) - 2 -oxoacetyl I butyl ) 

. MR) - (CA INDEX NAME) 

Absolute stereochemistry. 



V 



RN 918662-22-3 CAPLUS 

CN L-Prolinamide, N- Hi. l-dimeLhylethoxy)carbonyll - 3 -methyl - L- val yl -4 - 1 (5- 

chloro-2-pyridinyl )oxy) - N- |(1S) -1- (cyclobuty lmet hy 1 1 -3- (cyclopropylamino) - 
2.3-dioxopropyll -, (4R>- (CA INDEX NAME) 

Absolute stereochemistry. 



t-BuO. N. s Bu-t 




RN 918662-23-4 CAPLUS 

CN L-Prolinamide. N- t I II, 1 • dimethy let hyl) ami no] carbonyl) - 3 -methyl -L-valyl-4- 
( (5-chloro- 2-pyridinyl )oxy] -N- [ (IS) -1- |2- (cyclopropylamino) -2- 
oxoacetyl 1 butyl] -. (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 918662-24 "5 CAPLUS 

CN L-Prolinamide, N- { I (1 , 1 -dimethylethyl > amino] carbonyl ) - 3 -methyl - L- valyl - N- 
|<1S)-1- 12- (cyclopropylamino) - 2-oxoacetyl I butyl ) -4- [ (6-methoxy- 1- 
iooquinolinyDoxyl - , (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 



I J 



V 



RN 918662-25-6 CAPLUS 

CN L-Prolinamide, N- I I (1, 1 -dimethylethyl) amino) carbonyl) -3-methyl -L-valyl-N- 
l (IS) -3 - (cyclopropylamino) -l- ( eye lopropy lmet hyl ) - 2 , 3 -dioxopropyl 1 - 4 - I (6- 
methoxy-l-isoquinolinyl)oxy)-, (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 



"V" 



RN 918662-27-8 CAPLUS 

CN L-Prolinamide, N- [ { (I. 1 -dimet hylethyl ) amino) carbonyl 1 - 3 -methyl - L- valyl -N- 
( (IS) -3- (cyclopropylamino) -1- (cyclopropy lmethy 1 » -2, 3 -dioxopropyl) -4- ( (6- 
ethoxy- I - isoquinol inyl ) oxy] - . <4R> - (CA INDEX NAME ) 

Absolute stereochemistry. 



r ( 



RN 918662-28-9 CAPLUS 

CN L-Prolinamide , N-[|[l,l -dimethyl ethyl ) ami nol'car bony 1 ] - 3 -methyl - L-valyl -N- 
( IIS) -1- [2- (cyclopropylamino) - 2 - oxoacetyl ] buty 1 ) -4- t (6-ethoxy-l- 
iaoquinolinyDoxyl -. <«R>- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 918662-30-3 CAPLUS 

CN L-Prol inamide. N- [ I (1, 1-dimethylethyl ) amino] carbonyl] -3-methyl -L-valyl-N- 
[ (IS) -1- 12- [cyclopropylamino) - 2 -oxoacety l ] pentyl I -4 - [ (6-methoxy- 1 • 
isoquinolinylloxy) - , <4R) - (CA INDEX NAMES 

Absolute stereochemistry. 




RN 916662-JS-2 CAPLUS 

CN L-Prolinamide, N- I Hi. 1-diroethyleihyl ) ami no] carbonyl) - 3 -methyl - L- valyl -N- 
(US) -1- f2- (cyclopropylamino) - 2 -oxoacetyl ] butyl ) -4- [ (2 -cyclopropyl -t- 
methoxy-4-quinol inyl )oxy) - , hydrochloride (1:1), (4R)- (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 91B662-46-1 CAPLUS 

CN L-Prol inamide. N- ( | (1 , 1 -dimethylet hyl ) amino) carbonyl) - 3 -methyl - L-valyl -N- 
[ { IS ) - 1 - 12- (cyclopropylamino) - 2 - oxoacety 1] butyl ] -4- ( < 7-methoxy- 2 -methyl -4 - 
quinolinyl loxy] - , (4R)- <CA INDEX NAME) 

Absolute stereochemistry. 




t-BuNH ~ N S^Bu-t 



RN 918662-59-6 CAPLUS 

CN L-Prolinamide. N- 1 [ (1 , 1 -dimethylethyl > amino) carbonyl ) - 3 -methyl -L-valyl -N- 
I (1R> - 1 - (2 • (cyclopropylamino) - 2 -oxoacetyl ) butyl] -4- ( |7-methoxy-2- (1H- 
pyrazol- 1 -yl ) -4 - quinol i ny 1 loxy] - . <4R>- (CA INDEX NAME) 

Absolute stereochemistry. 




-BuNH 'n' S ~Bu-t 



RN 918662-60-9 CAPLUS 

CN L-Prol inamide. N- ({ (1. 1 -dimethy lethyl ) ami no] carbonyl ) - 3 -methyl - L- valyl -N- 
ll- 12- (cyclopropylamino) -2-oxoacetyl ) butyl J -4- | (7-methoxy-2- ( 1H - pyrazol - 1 - 
yl) -4-quinolinyl)oxy) - . (4R)- (CA INDEX NAME) 

Absolute stereochemistry. 




O n-Pr HN 



\ R 7 h f 



91B662-61-0 CAPLUS 

2-Pyrrol idinecarboxami de . N - 1 1- (2- (cyclopropylamino) - 2-oxoacetyl 1 butyl ) - 1 - 
(2-1(1(1. l-dimethylethyl>amino)carbonyl Jamino) - 3 . 3 -dimethyl - l-oxobutyl 1 -4- 
(<7-methoxy-2-methyl-4-quinolinyl)oxyl - (CA INDEX NAME) 



Try 



t - BuNH * C- NH 0 



I 

r 

A 



91B662-38-1P 918662-45-0P 91B662-48-3P 
91B662-S5-2P 

RL : RCT (Reactant),- SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of prolyl peptides as HCV inhibitors! 
918662-38-1 CAPLUS 

L-Prolinamide, N- i I (1 . 1 -dimet hylethyl ) amino) carbonyl ) - 3 -methyl - L-valyl -N- 
1(1S)-1- (2- (cyclopropylamino) -1 -hydroxy- 2-oxoethyl) butyl) -4- (<2- 
cyclopropyl - 7 -methoxy-4 -quinolinyl loxyl - . (4R) - (CA INDEX NAME) 



Absolute stereochemistry. 




RN 918662-45-0 CAPLUS 

CN L-Prolinamide. N- {[ (1 . 1 -dimethylethyl > amino] carbonyl] -3-methyl -L-valyl-N- 
[ (IS) - 1 - [2- (cyclopropylamino) - l-hydroxy- 2 -oxoethyl ] butyl 1-4-1 < 7 -methoxy- 2 - 
methyl-4-quinolinyl >oxy) MR)- (CA INDEX NAME) 

Absolute stereochemistry. 




O n-Pr HN 



RN 918662-48-3 CAPLUS 

CN L-Prolinamide. 3 -methyl -L-valyl -4 - I (5-chloro-2-pyridinyl)oxyl -N- I US) - 
(cyclobutylmethyl I -3 - ( eye 1 op ropy 1 ami no) - 2 -hydroxy - 3 -oxopropyl I - . 
hydrochloride (1:1), (4R)- (CA index name) 

Absolute stereochemistry. 



H2M V a Bu-t 



I ' "n i — n' ^ o 
- ° ^ II H 



RN 918662-55-2 CAPLUS 

CN L-Prolinamide. N- [ { < 1 . 1 - dimethylethyl ) amino) carbonyl J - 3 -methyl - L-valyl -N- 
[ (IS) -1- [2- (cyclopropylamino) - 1 - hydroxy- 2 -oxoethyl) butyl 1 -4) 1 7 -methoxy- 2- 
(lH-pyrazol-l-yl) -4 -qu inol inyl ) oxy ) - , (4R) - (CA INDEX NAME) 

Absolute stereochemistry. 



A 



v'r sS** ' N 

\ R 7 H 

N ,. O 
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146:252097 

Synthesis, conformation, and bioactivity of novel 
analogues of the antiviral lipopeptide halovir A 
Dal la Bona, Andrea,- Formaggio. Fernando; Peggion, 
Cristina, Kaptein, Bernardf Broxterman, Quirinua 9.,- 
Oaldiero, Stefania,- Galdiero, Massimi 1 iano,- vitiello 
Mariateresa; Benedetti, Ettore,- Toniolo, Claudio 
Department of Chemistry. University of Padova. Padua 
35131. Italy 

Journal of Peptide Science (2006). 12(121. 74B-7S7 
CODEN: JPSIEI; ISSN: 1075-2617 
John Wiley t Sons Ltd. 
Journal 



language : English 

OTHER SOURCE (S) : CAS REACT 146:252097 

AB Three halovir A analogs, [L- Leu6-OMe) , [L- (<me) Leu3 , L-Leu6-0Me), 
and |L(uMelVal4, L-Leu6-OMe) were synthesized by solution-phase 
methods. The lL-Leu6-OMe) analog was known to be biol. equipotent to its 
naturally occurring, antiviral, lipopentapeptide amide parent compound The 
preferred conformations of the L-(<iMe)Leu- and L- (<tMe) Val - 

containing analogs, with a potentially reinforced helicity, were compared wii 
those of lL-Leu6-0Mel halovir A and the natural peptide itself by use of a 
combination of FT-IR absorption and NMR techniques. Measurements of the 
antiviral activity against fjerpes simplex virus type-1 (HSV-i) of halovir 
A and its three analogs were also carried out. -Interestingly, the 
JL- C«Me)Val4, L-Leu6-OMe) analog exhibited the most significant 
activity in reducing HSV-i infectivity, notably higher than that of 
halovir A itself. 
IT 772990-41-7P 

RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant). SPN 
(Synthetic preparation); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation, conformation, cytotoxicity and antiviral activity of 
lipopeptide halovir A and its analogs) 
RN 772990-41-7 CAPLUS 

CN L-Leucine, 2-methyl-N- ( 1 -oxotet radecy 1 ) a lanyl - (4R) - 4 - hydroxy- L-prolyl - L- 
leucyl -L-valyl -L-glutaminyl - , methyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



H Me 

Me rf „0 



N 



< R 

/ 



N 5 Bu - l 



e Bu - i 



cn L-Leucine, 2-methyl-N- ( l -oxotetradecyl ) alanyl - (4R) -4 - hydroxy- L-prolyl -2 - 
methyl-L-leucyl-L-valyl-L-glutaminyl-, methyl ester (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-1. 



ft' S V Bu i 



°Y"T 



Y 



o -.V 



RN 9263 11-03-7 CAPLUS 

cn L-Leucine, 2-methyl-N- ( l -oxotetradecyl ) alanyl - <4R) -4 -hydroxy-L-prolyl-L- 
leucyl -2 -methyl -L-valyl -L-glutaminyl - , methyl ester (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-1. 



, 3/ 



IT 926310-99-8P 926311-03-7P 

RL: PAC (Pharmacological activity); PRP (Properties); spn (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(preparation, conformation, cytotoxicity and antiviral activity of 
lipopeptide halovir A and its analogs) 
RN 926310-99-8 CAPLUS 



"Y 



D ,3^ 



277302-27-9P , Halovir A 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation, conformation, cytotoxicity and antiviral activity of 

lipopeptide halovir A and its analogs) 
277302-27-9 CAPLUS 

L-Glutamamide, 2-methyl -N- ( 1 -oxotet radecyl ) alany 1 - <4R) - 4 - hydroxy- L-prolyl - 
L-leucyl-L-valyl-Nl- |(1S) -1- (hydroxymethyl ) - 3 -methylbutyl J - (CA INDEX 



Absolute stereochemistry . 



H Me 
S <CH 2 ) 12 N.J 



\ R / 



N * Bu - i 



R <; *. 

O'' NH 



REFERENCE COUNT: 



ANSWER 15 OP 551 CAPLUS COPYRIGHT 2 00 7 ACS on STN 



ACCESSION NUMBER : 
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CORPORATE SOURCE 



146: 142156 

Remote Desymmetrization at Near - Nanometer Group 
Separation Catalyzed by a Miniaturized Enzyme Mimic 
Lewis. Chad A.; Chiu, Anna; Kubryk. Michele; Balsells, 
Jaume; Pollard, David; Esser, Craig K . ,* Murry, Jerry; 
Reamer, Robert A,; Hansen, Karl B . ; Miller. Scott J. 
Department of Chemistry, Yale University, New Haven, 
CT, 06520, USA 

Journal of the American Chemical Society (2006), 
128(51), 16454-16455 
C0DEN: JACSAT; ISSN: 0002-7863 
American Chemical Society 
Journal 
English 

CAS REACT 146:142156 
of biol. receptors often requires syntheses of therapeutic 
ingle enantiomer form. The field of aayra. catalysis addresses 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
ab The chiral 
compds. in 

enantioselective synthesis with chiral catalysts. Chemical differentiation 
of sites within mols. that are separated in space by long distances presents 
special challenges to chiral catalysts. As the distance between 
enantiotopic site3 increases within a substrate, so too may the 
requirements for size and complexity for the catalyst. The extreme of 
catalyst complexity could be defined by macromol . enzymes and their 
amazing capacity to effect stereospeci fic reactions over long distances 
between reactive sites and enzyme-substrate contacts. He report here a 
synthetic, miniaturized enzyme mimic that catalyzes a desymmetrization 
reaction over a very long distance. 
IT 918935-23-6P 

RL: CAT (Catalyst use); CPN (Combinatorial preparation); PEP (Physical. 

engineering or chemical process),- CMBI (Combinatorial study); PREP 

(Preparation); PROC (Process); USES (Uses) 

(catalytic peptide, non -opt imi zed ; remote desymmetrization of a 
bisphenol by enant ioselect i ve acylation catalyzed by a peptide library 
of miniaturized enzyme mimics) 
RN 918935-23-6 CAPLUS 

CN L-Isoleucine, N- ( (1 , 1 -dimethylethoxy) carbonyl 1 - 3 -methyl -L-hist idyl - (4R> -4- 
(1, l-dimethylethoxy) -L-prolyl-O- (1. 1 -dimethylethy 1 ) -L-threonyl -D-alanyl -L- 
valyl-. methyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



r 



-La 



t-8uO 
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US 2006281671 
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OTHER SOURCE (S) : 



2006:1309945 CAPLUS 
146:45749 

Preparation of KAPREKY pept idomimet ics 

Peters. carsten,- Buenemann, Christoph; Weigand, Klaus 

Austria 

U.S. Pat. Appl. Pub! . , 13pp. 
CODEN: USXXCO 
Patent 
Engl ish 



APPLICATION NO. 



20060608 
20050609 



MARPAT 146:4574 9 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to analogs of the amino acid sequence KAPREKY and 
their use in screening for compds. which interacts with 
Fc«RI«i. In an example, pept idomimet ic I was prepared by a 
sequence which includes peptide coupling and ring-closing metathesis. 

IT 916601-11-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of KAPREKY pept i domimet i cs ) 
RN 916601-11-1 CAPLUS 

CN L- Leucine , N2 , N6 - bis I ( 1 , 1 -dimeLhy let hoxy) carbonyl ) - L- lysyl - L- alany 1 - (4R) -4 - 
(2-propen- 1 -yloxy) - L- prolyl - N5- 111(2. 3 -di hydro-2 , 2. 4 , 6 . 7-pentamethy 1 - 5- 
benzof uranyl ) sul f onyl ) amino) imi nomethy 1 1 • L-orni t hy 1 - L- ««- glutamyl -4 , S- 
didehydro- L-norvalyl -O- ( 1 , 1 -dimethyl ethyl ) -L-tyrosyl -1-1(1,1- 
dimethylethoxy)carbonyl) -L-tryptophyl • , 5 -( 1 , 1 - dimethylethy! > ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




r \f t 
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Roles of Salt and conformation in the Biological and 
Physicochemical Behavior of Protegrin-1 and Designed 
Analogues: Correlation of Antimicrobial. Hemolytic, 
and Lipid Bi 1 ayer - Perturbing Activities 
Lai. Jonathan R . ,- Epand. Raquel F. ; Weisblum, Bernard; 
Epand. Richard M . ; Gellman. Samuel H. 
Graduate Program in Biophysics and Departments of 
Chemistry and Pharmacology, University of Wisconsin. 
Madison, HI. S3706, USA 
Biochemistry (2006), 45(51). 15718-15730 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 
English 

Protegrins are short (16-18 residues) cationic peptides from porcine 
leukocytes that display potent, broad- spectrum antimicrobial activity. 
Protegrin-1 (PG-1), one of five natural homologs, adopts a rigid 
F-hairpin structure that is stabilized by two disulfide bonds. He 
have previously employed the principles of P-hairpin design to 
develop PO-l variants that lack disulfide bonds but nevertheless display 
potent antimicrobial activity. The activity of these disul fide- free 
variants, however, is attenuated in the presence of salt, and the activity 
of PG-l itself is not. Salt-induced inactivation of host-defense 
peptides, such as human defensins. is thought to be important in some 
pathol . situations (e.g., cystic fibrosis), and the variation in 
sale-sensitivity among our PO-l analogs offers a model system with which 
to explore the origins of these salt effects, we find that the variations 
in antimicrobial activity among our peptides are correlated with the 
folding propensities of these mols. and with the extent to which the 
peptides induce leakage ot contents from synthetic liposomes. Comparable 
correlations were observed between folding and hemolytic activity. The 
extent to which added salt reduces antimicrobial activity parallels salt 
etfects on vesicle perturbation, which suggests that the biol. effects of 
high salt conens . arise from modulation of peptide -membrane interactions. 
921205-84-7 



RL: BSU (Biological study, unclassified), PRP (Properties). BIOL 
(Biol09icsl study) 

(roles of salt and conformation in the biol . and physicochem. behavior 
of protegrin-l and designed analogs and correlation of antimicrobial, 
hemolytic, and lipid bi layer-perturbing activities) 
RN 921205-84-1 CAPLUS 
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L-threonyl -L-arginyl - <4S> - 4 - ami no -D- prolyl - L-arginyl -L-pheny la lanyl - L- 
threonyl-L-valyl-L-isoleucyl-L-valylglycyl- <CA INDEX name) 
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Character i ration of novel M-superfamily conotoxins 
with new disulfide linkage 

Han, Yu-Hong,- Wang. Qi , Jiang. Hui.- Liu, Li,- Xiao. 

Cai,- Yuan, Duo-Duo, Shao. Xiao-Xia.- Dai. Qiu-Yun; 
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DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB The M-superfamily with the typical Cys framework ( -CC -C-C - CC- ) is one of 
the seven major super f ami 1 ies of conotoxins found in the venom of cone 
snails. Based on the number of residues in the last Cys loop (between C4 and 
C5) , M-superfamily conotoxins can be provisionally categorized into four 
branches (M-i, M-2, M-3. M-4). Here we report the purification of seven 
M-superfamily conotoxins from conus marmoreus (five are novel and two are 
known as mr3a and mr3b> and one known M- 1 toxin tx3a from Conus textile. 
In addition, six novel cDNA sequences of M-superfamily conotoxins have been 
identified from Conus marmoreus, conus leopardus and conus quercinuB. 
Most of the above novel conotoxins belong to M-l and M-2 and only one to 
M-3. The disulfide analyses of two M-l conotoxins. mr3e and tx3a, 
revealed that they possess a new disulfide bond arrangement (ci-c5, C2-C4, 
C3-C6) which is different from those of the M-4 branch (C1-C4, C2-C5, 
C3-C6) and M-2 branch (C1-C6, C2-C4. C3-C5) . This newly characterized 
disulfide connectivity was confirmed by comparing the HPLC profiles of 
native mr3e and its two regioselectively folded isoforms. This is the 
first report of three different patterns of disulfide connectivity in 
conotoxins with the same cysteine framework. 

IT 923276-29-3, Conotoxin M mr3g 

RL: BSU (Biological study, unclassified).- PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence,- characterization of novel M-superfamily 
conotoxins with new disulfide linkage) 

RN 923276-29-3 CAPLUS 

CN L-cyateine, L-«-aspartyl-L-cysteinyl-L-cysteinyl - <4R) -4 - hydroxy- L- 
prolyl-L- leucyl- L- prolyl -L-a lanyl -L-cysteinyl-L- prolyl - L- 
phenylalanylglycyl-L-cysteinyl-L-asparaginyl - (4R) -4 • hydroxy- L- prolyl - L- 
cysteinyl- (CA index name) 

Absolute stereochemistry. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of analogs of glycyl - prolyl -glutamate as neuroprotective 

agents) 
91595B-47-3 CAPLUS 

L-Glutamic acid- N- I tpheny Imethoxy) carbony 1 1 g lycy 1 - <4R) -4 -hydroxy- L-prolyl - 
, 3 1, 3S-bis (phenylmethyl) ester (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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AB The invention relates to novel glycylprolylglutamate (gpe) analogs I (the 

bond between XI and X2 is saturated or unsatd.; XI is CH. CH2 , S, CH<OH).- X 
is CH. CH2, CH2CH2; Rl, R4 , R5 are independently H, (un ) subst i tuted alkyl, 
alkenyl, aryl, or arylalkyl.- R2 is Me or C02H; R3 is H , alkyl. or NR23 is 
pyrrolidine or piperidino; n is 0-21 or their pharmaceutical ly-acceptable 
salts and their use to protect neural cells from degeneration and/or death 
in response to injury or disease. Disorders treatable with the compds . 
and compns. of the invention include hypoxia /ischemia, toxic in-jury, and 
Chronic neurodegenerative disorders including Parkinson's disease, Thus, 
glycyl -L-thia-5, 5 -dimethylprol y 1 -L-glutamic acid was prepared by a peptide 
coupling sequence and in the concentration range 10 nM to lOpM showed 100% 
protection against loss of neural cell viability caused by okadaic acid. 

IT 32302-79-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of analogs of glycyl -prolyl -glutamate as neuroprotective 
agents) 

RN 32302-79-7 CAPLUS 

CN L-Glutamic acid, glycyl- (4R> -4 - hydroxy- L- prolyl - (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-). 
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PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): MAR PAT 14 5:500122 

AB The invention provides a method of treating or preventing a peripheral 

neuropathy or treating nerves by administering to a patient an effective 
amount of an antagonist of a neuronal nicotinic acetyl choline receptor 
(nAChR) , for example an antibody or antisense mol , or an u 
conotoxins. Administration of a nAChR antagonist, ACVi, to diabetic rats 
resulted in significant analgesic activity as indicated by the reduction of 
allodynia and hyperalgesia. ACVI protected brain cerebellar cortex cells 
against glutamate- induced toxicity and neuronal cells against cisplatin 
toxicity. 

IT 913961-65-6 

RL: PAC (Pharmacological activity); PRP (Properties); thu (Therapeutic 
use).- BIOL (Biological study); USES (Uses) 

(nAChR antagonists for treating peripheral neuropathies) 
RN 913961-65-6 CAPLUS 

CN L-Cysteinamide. glycyl - L- cysieinyl - L-cysteinyl -L-seryl - L- u-aspartyl- 

(4R) -4 -hydroxy- L-prolyl -L-arginyl - L- cyste inyl - L-asparaginyl - L- tyrosyl - L- 
ci-aspartyl -L- hist idyl- L-prolyl -4 -carboxy-L- « -g 1 utamyl - L- 
isoleucyl- (9CI) (CA INDEX NAME) 
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Efficacy and safety of 30 mg/d and 45 mg/d nemifitide 
compared to placebo in major depressive disorder 
Montgomery, Stuart A.; Feighner. John P.i Sverdlov, 
Lev, Shri vastava. Ram K.. Cunningham, Lynn A.; Kiev, 
Ari.- Hlavka. Joseph,- Tonelli, George 
Imperial College School of Medicine, London. OK 
International Journal of Neuropsychopharmacology 
(2006). 9(5), 517-S28 
CODEN: IJNUPB; ISSN: 1461-1457 
Cambridge University Press 

English 

s a novel pentapeptide antidepressant, which appears to be 



effective in the treatment of major depressive disorder (MDD) . In the 
present study Bl patients with MDD, DSM-IV criteria were randomized 
following a 1-wk screening period to receive 30 mg/d nemifitide. 45 mg/d 
nemifitide or placebo in a 6-wk double- bl ind. multicenter . outpatient 



efficacy study. Nemificide or placebo was delivered by s.c. injection for 
2 wk daily for 5 days (Monday to Friday) in the first 2 wk and patients 
were followed up for a further 4 wk. The primary efficacy measure was the 
change from baseline on the Montgomery- Asberg Depression Rating Scale. 
Secondary measures included the n-item Hamilton Psychiatric Rating Scale 
for Depression (HAMD) , the COl severity and improvement scale and the 
Carroll Self-Rating Scale for Depression. This proof -of - princi pie study 
demonstrated a statistically significant superiority of the 4S-mg/d dose 
vs. placebo at the time-point of peak effect II wk after the end of 
treatment) . There appeared to be a greater effect with the 4 5 mg/d 
nemifitide dose than with 3 0 mg/d. An addnl . exploratory anal, by 
stratification of all patients by severity above and below or equal to the 
median baseline HAMD score of 22 showed a higher percentage of responders 
for both doses of nemifitide with statistical separation from placebo for 
patients with baseline HAMD score of >22 (above the median) . There was no 
significant difference among treatment groups for patients with baseline 
HAMD score of £22. Nemifitide showed a good tolerability and 
safety profile. There were no dropouts due to adverse events, and the 
incidence of side-effects with nemifitide was comparable with that of 
placebo. 

IT 173240-15-8. Nemifitide 

RL; PAC (Pharmacological activity); THU (Therapeutic use); BIOL. 
(Biological study); uses (Uses) 

(nemifitide 45-rag/d had greater effect compared with placebo than 30 
mg/d and had good tolerability and safety profile in patient with major 
depressive disorder) 

RN 173 240-15-8 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - (4R) - 4 - hydroxy- L- prolyl - L- 
arginylglycyl- (CA INDEX NAME) 
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Disclosed is a composition of matter of the formula (I) 
ixila- (Fi)d- (X2)b- (F2)e- 

<X3)c and multimers thereof, in which Fl and F2 are half -life extending 
moieties, and d and e are each independently 0 or 1. provided that at 
least one of d and e is 1,- XI, X2, and X3 are each independently 
-(Df-P-(L)g-, and f and g are each independently 0 or 1/ P is a toxin 
peptide of no more than about 80 amino acid residues in length, comprising 
at least two intrapeptide disulfide bonds.- L is an optional linker; and a, 
b, and c are each independently 0 or 1 , provided that at least one of a. b 
and c is 1 . Linkage to the half-life extending moiety or moieties 
increases the in vivo half-life of the toxin peptide, which otherwise 
would be quickly degraded. Thus, for example, the 35 -amino acid coxin 
peptide from St ichodacty la helianthus (ShK) is fused to the IgOl Fc 
fragment via a 04SG4S linker, and optionally PEGylated by oxime formation 
or amidation, ans shown to suppress severe autoimmune encephalomyelitis in 
an animal model. A pharmaceutical composition comprises the composition and < 
pharmaceutical ly acceptable carrier. Also disclosed are a DMA encoding 
the inventive composition of matter, an expression vector comprising the DMA, 
and a host cell comprising the expression vector. Methods of treating an 
autoimmune disorder, such as. but not limited to, multiple sclerosis, type 
1 diabetes, obesity, psoriasis, inflammatory bowel disease, 
contact-mediated dermatitis, rheumatoid arthritis, psoriatic arthritis, 
transplant rejection, graft -vs . -host disease, and lupus and of preventing 
or mitigating a relapse of a symptom of multiple sclerosis are also 
disclosed . 

IT 9139S8-74-6DP , fusion products with half -life extending moieties 

RL: BPN (Biosynthet ic preparation); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study),- PREP (Preparation),- USES (Uses) 

(fusion proteins of toxin peptides with linkers and IgG and their use 

as therapeutic agents) 
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The invention provides methods of inhibiting cathepsin activity in a 
subject in need thereof comprising administering to said subject an 
effective amount of at least one peptidic compound of various formulas 
(Markush included) . The invention also provides methods for treatment o 
cancer, rheumatoid arthritis, osteoporosis) using 
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RN 394722-90-8 CAPLUS 

CN Glyci namide, (2S) -2-cyclohexyl - N- ( (2-methylpropoxy)carbonyl ) glycyl - (4R> -4- 
l I (2-methylpropoxy) car bony 1 1 amino! - L- prolyl • 3 - amino- 2 -oxohexanoyl glycyl - 2- 
phenyl-. (2S) - (CA INDEX NAME) 

Absolute stereochemistry, 




RN 394 722-91-9 CAPLUS 

CN Olycinamide. (2S) -N- (2-carboxybenzoyl ) - 2 - cyclohexy lglycyl - (4S) -4- 1 1 (3- 

phenoxybenzoyl) ami no) methyl ] -L- prolyl - 3 -amino- 2 -oxohexanoylglycyl - 2 -pheny 1 - 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 394722-92-0 CAPLUS 

CN Olycinamide. <2S) -2-cyclohexyl -N- 1 ( 2 -methy Ipropoxy > carbony 1 ) glycyl - <4R> -4 - 
t ( pheny lsul fonyl (amino) -L-prolyl -3 - amino- 2 -oxohexanoylglycy 1 - 2 -phenyl - , 
(25)- (CA INDEX NAME) 



0 



i-BuO "'NH o 0 




RN 394722-93-1 CAPLUS 

CN Olycinamide. (2S> - 2 - cyclohexy 1 -N- 1 < 2 -me thy Ipropoxy) carbony 1 1 glycyl - (4R) -4 
J t (phenylamino) carbonyllamino) - L-prolyl -3 -amino-2-oxohex«noylglycyl-2- 
phenyl-. (2S>- (CA INDEX NAME) 

Absolute stereochemistry. 



<? 



i-BuO * NH o O 




RN 394722-94-2 CAPLUS 

CN Olycinamide, <2S> - 2 - cyclohexyl -N- I 12 - methyl propoxy) carbonyl ] glycyl - (4fl) -4 
I (benioylamino) methyl ] - L-prolyl -3 -ami no- 2- oxohexanoy lglycyl - 2 - phenyl - . 
(2S)- (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 




RN 394722-95-3 CAPLUS 

CN Glycinamide. (2S) - 2 -cyclohexyl - N- ( (2-tnethylpropoxy ) carbonyl ) glycyl - (4R> - 4- 
[ I (phenyl sul fonyl ) ami nol methyl] - L- proly 1 - 3 -amino- 2 -oxohexanoylg 1 ycyl -2- 
phenyl-, <2S>- (ca index name) 

Absolute stereochemistry. 




o o 



RN 394722-96-4 CAPLUS 

CN Glycinamide, <2S> - 2 -cyclohexyl - N- [ ( 2 -methylpropoxy ) carbonyl | glycyl - (4S) -4- 
[ ( (3 -phenoxybenzoyl ) amino)methyl ] -L-prol yl • 3 -amino- 2 -oxohexanoy lgl ycy 1 - 2 - 
phenyl-. <29>- <»ci> (ca index name) 

Abaolute stereochemistry . 




RN 394722-97-5 CAPLUS 

CN Glycinamide, ( 2S ) -N- ( 2 -car boxy ben zoy 1 ) - 2 -cyclohexylglycy 1 - (4R> -4 - 

I ( (phenylamino) carbonyl) amino] -L-prolyl -3 -amino-2-oxohexanoylglycyl- 2- 

phenyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394722-98-6 CAPLUS 

CN Glycinamide, <ZS> -2-cyclohexyl -N- I ( 2 -methylpropoxy ) carbonyl ) glycyl - <4R) -4- 
( ( (4 -methyl phenyl ) sul fonyl ] amino] -L-prolyl -3 -amino-2-oxohexanoylglycyl-2- 
phenyl-, (2SI- (CA INDEX NAME] 

Absolute stereochemistry. 



H2N 




RN 394722-99-7 CAPLUS 

CN Glycinamide, <2S> - 2 -cyclohexyl • N- | < 2 -methylpropoxy > carbonyl ) glycyl - <4R) -4- 
[ [ (3 -chlorophenyl ) sul fonyl) amino] -L-prolyl - 3 -amino- 2 -oxohexanoylglycyl - 2 - 
phenyl-, (2S)- (CA INDEX NAME) 

Absolute ut.eteochemistry. 




CI . S - O 




RN 3 94723-00-3 CAPLUS 

CN Glycinamide. (2S> - 2 -cyclohexyl -N- I (2 -methylpropoxy) carbonyl ] glycyl - (4R> -4- 
(1(3- (acetylamino) phenyl) sul fonyl 1 amino) -L-prblyl- 3 - amino- 2- 
oxohexanoylglycyl-2-phenyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



J. 




NH 

I 

AcNH ■ ^ 3' - 0 



RN 394723-01-4 CAPLUS 

CN Glycinamide, (2S) - 2 -cyclohexyl -N- I < 2 -methylpropoxy > carbonyl ) gl ycyl - <4R> -4- 
( |<3.4-dichlorophenyl)sulfonyl)aminol - L- prolyl - 3 -amino- 2 - oxohexanoy lgl ycyl - 
2 -phenyl-, (2S> - (CA INDEX NAME) 




RN 394723-02-5 CAPLUS 

CN Glycinamide, <2S) - 2- cyclohexyl -N- 1(2 -methylpropoxy) carbonyl I glycyl- <4R) -4- 
(1(1 -naphthalenylamino) carbonyl I amino) - L-prolyl - 3 -amino- 2 - 
oxohexanoylglycyl -2-phenyl-. <2S>- (CA INDEX NAME) 

Absolute stereochemistry. 



0 O 




RN 394723-03-6 CAPLUS 

CN Glycinamide, <2S) - 2 - cyclohexyl -N- 1 ( 2 -methylpropoxy) carbonyl ) glycyl - <4R> -4- 
( (2-naphthalenylsulfonyl)amino) - L-prolyl - 3 - amino- 2 - oxohexanoylg lycyl - 2- 
phenyl-, (2S>- (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



LO 
. X 



A, 



RN 394723-04-7 CAPLUS 

CN Glycinamide, < 2S) - 2 - cyclohexy! - N- I ( 2 -methylpropoxy) carbonyl ] glycyl - (4R) -4- 
I [ (4 -chlorophenyl > sul fonyl ) amino] -L-prolyl-3-amino-2-oxohexanoylglycyl-2- 
phenyl-. (2S)- (CA imdex name) 

Absolute stereochemistry . 



o O 



RN 394723-0S-8 CAPLUS 

CN Glycinamide. (2S) -2-cyclohexyl - N- I < 2 -methylpropoxy) carbonyl ) glycyl - <4R) -4 - 
([ (2, 3 -dihydro-5-benzofuranyl ) sul fonyl ) amino] - L- prolyl - 3 -amino- 2 - 
oxohexanoylglycyl-2-phenyl-. <2S>- (CA index name) 

Absolute stereochemistry. 



u 

J 



. wVw^ 



RN 3 94723-06-9 CAPLUS 

CN Glycinamide, (2S> -2-cyclohexyl-N- [ (2 -met hylpropoxy) carbonyl] glycyl - <4R)-4- 
( [ (4 -methoxy-2-oxo- 2M-l-benzopyran-6-yl > sul fonyl 1 amino) - L- prolyl - 3 -amino- 2 - 
oxohexanoylglycyl-2-phenyl-, (2S) - (CA INDEX NAME) 

Absolute stereochemistry. 



"1 



i -BuO . N, 3 

1 



3-. A.- 



I 



RN 394723-07-0 CAPLUS 

CN Glycinamide, <2S) - 2 - cyclohexy 1 -N- [ ( 2 -methylpropoxy) carbonyl ] glycyl - (4R> -4- 
( [ I (4 -methoxyphenyl ) amino) carbonyl ] aminol - L- prolyl - 3 -ami no- 2 - 
oxohexanoyl glycyl -2 -phenyl-. (23)- (CA INDEX NAME) 

Absolute stereochemistry. 



X 



1-BuO NH 



U"f r i ! I 

i* g, N Pr-n 



RN 394723-0B-1 CAPLUS 

CN Glycinamide, (28) -2-cyclohexyl-N- I (2-methylpropoxy)carbonyl) glycyl- (4R) -4- 
[ ( [ (4 -chlorophenyl) amino] carbonyl (amino) -L-prolyl -3 -amino-2 - 
oxohexanoylglycyl-2-phenyl-. (2S) - (CA INDEX NAME) 

Absolute stereochemistry. 



U-..X. 



RN 394723-09-2 CAPLUS 

CN Glycinamide, (28) -2-cyclohexyl-N- ( < 2 -methylpropoxy ) carbonyl 1 glycyl - <4R) -4- 
I ( ( (4 - acetyl pheny 1 ) amino] carbonyl ) aminol - L-prolyl - 3 - amino- 2 - 
oxohexanoylglycyl-2-phenyl - , <2S)- (9CI) (CA INDEX name) 

Absolute stereochemistry. 



i-BuO NH 



1 HN 



..a. 



s ; N' Pr-i 



394723-10-5 CAPLUS 

Glycinamide. (2S) -2-cyclohexyl-N- [ (2 -methylpropoxy) carbonyl ) glycyl - (4R> -4- 
[ ( (4 -methoxyphenyl) sul fonyl] amino) -L-prolyl- 3 -amino- 2 -oxohexanoyl glycyl -2- 

phenyl-, (23)- (CA INDEX NAME) 



Absolute stereochemistry. 



a 

X 

HN . 0Bu-» 

? ' 1 I 
■ \1V 



394723-11-6 CAPLUS 

Glycinamide, N- [ (2-methylpropoxy) carbonyl I -L-valyl- (4R) -4- 
I ( pheny lsul fonyl (amino) - L- prolyl - 3 -amino- 2 -oxohexanoylglycyl - 2 -phenyl - , 
12S) ■ (CA INDEX NAME) 



Absolute stereochemistry. 



A 



i-BuO NH 



X K 



or 



M Pt-n 



RN 394723-12-7 CAPLUS 

CN Glycinamide, (2S) - 2 -cyclohexy 1 -N- I (2-methylpropoxy)carbonyl Jglycyl - (4R) -4- 
l ( 1 -napht haleny 1 sxi I f onyl > amine) -L- prolyl - 3 -amino- 2 - oxohexanoy lglycyl - 2 - 
phenyl-, <2S> - (CA INDEX NAME) 

Absolute stereochemistry. 



"2« , ^ J« 



Ph p 



i-BuO^ ^ N^ s^'^ 



H O 

N v ^ 



n-Pr ^. N - ' 

H ' 

N. ^s. O 

T '• 



RN 394723- 13 -B CAPLUS 

CN Olycinamide, (2S) - 2 - cyclohexy 1 -N- [ (2 -met hylpropoxy ) carbonyl lglycyl- (4R) - 4- 
t (fl-quinolinylBulfonyl)amino] - L- prolyl - 3 -amino- 2 - oxohexanoylglycyl - 2 - 
phenyl-. (2S) - (CA INDEX NAME) 

Absolute stereochemistry. 



i-BuO. . N. 



L ; « 1 




RN 394723-14-9 CAPLUS 

CN Glycinamide. (2S) -N- (2 -carboxy-3 , 6-di f luorobenzoyl ) -2-cyclohexylglycyl- 
(4R) -4- [ I (2 -methyl propoxy) carbonyl 1 amino) - L-prolyl - 3 -ami no- 2- 
oxohexanoylglycyl-2-phenyl-. (2SI- (CA INDEX NAME) 

Absolute stereochemistry. 



n 



C0 2 H O 



o. JL. 



KN 394723-15-0 CAPLUS 

CN Glycinamide, ( 25) -N- (2-carboxy- 3 , 6-di fluorobensoyl) -2-cyclohexylglycyl - 
(4R) -4- | (phenylsulfonyl)amino) - L-prolyl - 3 -amino- 2 -oxohexanoy lglycyl - 2 - 
phenyl-, (2S>- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394723-16-1 CAPLUS 

CN Olycinamide, 128) -N- (2-carboxy-4 , 5-dichlorobenzoyl ) - 2-cyclohexylglycyl - 
(4R) -4- i I (2 -met hylpropoxy) carbonyl] amino) -L-prolyl-3-amino-2- 
oxohexanoylglycyl-2-phenyl-, (2S) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394723-17-2 CAPLUS 

CN Olycinamide. ( 2S) - N- (2-carboxy-4 , S-dichlorobenzoyl ) -2-cyclohexylglycyl - 

(4R) -4-11 (phenylamino) carbonyl I amino! - L-prolyl - 3 - amino- 2 -oxohexanoy lglycyl - 
2-phenyl-, <2S> • (CA INDEX NAME) 

Absolute stereochemistry . 




RN 394723-13-3 CAPLUS 

CN Glycinamide, (2S> -2-cyclohexyl-N- I (2 -met hylpropoxy) carbonyl Jglycyl- (4R) -4- 
( I i (3-chlorophenyl ) amino] carbonyl J amino) - L-prolyl - 3 -amino- 2- 
oxohexanoylglycyl -2-phenyl-. (2S> - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394723-19-4 CAPLUS 

CN Glycinamide. (2S) -N- (2-carboxy-4 , S-dichlorobenzoyl ) - 2 -cyclohexylglycyl - 
(4R> -4- I (phenylsult'onyl)amino] - L-prolyl - 3 -amino- 2 -oxohexanoy lglycyl - 2 - 
phenyl-. (2S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394723-22-9 CAPLUS 

CN Glycinamide. (2S) -2-cyclohexyl-N- ( 1 2 -met hylpropoxy) carbonyl ] glycyl -4,4- 

dimethyl - L-prolyl ■ 3 -amino- 2-oxohexanoylglycyl-2 -phenyl- , (2S) - (CA INDEX 
NAME) 

Absolute stereochemistry. 



X. 



i-BuO HH 



o V" " n' '75 



RN 294 723-23-0 CAPLUS 

CN Olycinamide, (2S) -2-cyclohexyl-N- [ ( 2 -methylpropoxy ) carbonyl ] glycyl -4 - 
methyl -4- (phenyl methyl > -L-prolyl - J - amino- 2 - oxohexanoyl glycyl - 2 -phenyl - 
(2S) - (CA INDEX NAME) 

Absolute stereochemistry. 



X 



S V 0 v 

1 1 



RN 3 94 723-26-3 CAPLUS 

CN Olycine. (2S) - 2 -cyclohexy 1 -N- I (2 -methylpropoxy) carbonyl ] glycyl • (4R)-4-(l,l- 
dimethylethoxy) -L-prolyl-3 -amino-2-oxohexanoylglycyl -2-phenyl- , (2S) - 

<9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 3 94 723-27-4 CAPLUS 

CN Glycine, (2S) - 2 -cyclohexy 1 -N- ( (2 . 2-dimethylpropoxy) carbonyl | glycyl - (4R» -4- 



( 1 , l-dimethylethoxy) -L,- prolyl -3 -amino-2-oxohexanoylglycyl-2-phenyl- 
I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



X 



ry' 



RN 394723-28-5 CAPLUS 

cn Glycine. <2S) -2-cyclohexyl -N- ( 1 2 , 2 -dimethylpropoxy > carbonyl ) glycyl - (4R) -4- 
hydroxy- L-prolyl -3 -amino- 2 -oxohexanoylglycyl -2 -phenyl - , <2S>- (9CI) (CA 

INDEX NAME) 



AbsoLute stereochemistry. 
O 



.V o Ph 



RN 3 94 723-29-6 CAPLUS 

CN Glycine. <2S) -2-cyclohexyl-N- (ethoxycarbonyl) glycyl - (4R> -4 -hydroxy-L- 

prolyl-3-amino-2-oxohexanoylglycyl-2-phenyl-, (2S) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 394723-30-9 CAPLUS 

CN Olycinamide. (2S) -2-cyclohexyl-N- ( (2-methylpropoxy)carbonyl)glycyl-4. 4- 

dimethyl -L-prolyl -3 -amino- 2 -oxohexanoylglycyl-N, N-dimethyl - 2 -phenyl - (CA 
INDEX NAME) 



Absolute stereochemistry. 
0 

K 

v o °- 

; 1; 

$3 Y 



O 



RN 394723-33-2 CAPLUS 

CN Olycinamide, (2S) - 2 - cyclohexy 1 - N- [ (2 -methylpropoxy) carbonyl) glycyl- (4R) - 4 - 
ethyl -4 -methyl -L- prolyl -3 -amino- 2 -oxohexanoylglycy 1 -N, N-dimethyl -2-phenyl - 
<9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



X. 



i-BuO "NH 



.1 



o '^y 
: i X 



v Y 



RN 394723-34-3 CAPLUS 

CN Glycine, <2S) -2-cyclohexyl-N- 1 (2 -methylpropoxy) carbonyl] glycyl -4 , 4 - 

dimet hyl- L-prolyl -3 -amino- 2 -oxohexanoylglycyl- 2 -phenyl - , methyl ester 
INDEX NAME) 

Absolute stereochemistry. 



I X 



r Y 



RN 394723-37-6 CAPLUS 

cn Glycine. <2S) -2-cyclohexyl-N- ( (2 -methylpropoxy) carbonyl) glycyl -4 , 4 - 

dimethyl - L-prolyl -3 -amino- 2 - oxohexanoyl -0- met hyl - L-seryl - 2-phenyl - , (38) - 
(CA INDEX NAME) 

Absolute stereochemistry. 



i-BuO NH 



■ 

I « 



RN 394723-3B-7 CAPLUS 

CN Glycine, (2S) -2-cyclohexyl-N- ( <2-methylpropoxy)carbonyl)glycyl-4.4- 

dimethyl -L-prolyl -3 -amino- 2 -oxohexanoyl -L-seryl -2-phenyl - , (25) - (CA 
INDEX NAME) 

Ahsolute stereochemistry. 



. N, 0 Ph 

\ y ■ i prn 



RN 394723-40-1 CAPLUS 

CN Glycine, ( 2S) - 2 -cyclohexy 1 -N-met hyl glycyl -4.4 -dimethyl - L- prolyl - 3 -amino- 2 - 



oxohexanoylglycyl -2 -phenyl - (CA INDEX NAME) 
Absolute stereochemistry. 



■ k 



T Y 



RN 394733-41-2 CAPLUS 

cn Qlycinamide. 3 -methyl - N- | (2-methylpropoxy) carbonyl ) -L-valyl -4 , 4 - dimethyl - L- 
prolyl- (3S) -3-amino-2-oxohexanoylglycyl-N, N-dimethyl-2-phenyl - (9CI) <CA 
INDEX NAME) 

Absolute stereochemistry. 



A.. 



RN 394723-44-5 CAPLUS 

CN Qlycinamide, 3 -methyl -N- [ ( 1 -methylethoxy) carbonyl ) -L-valyl- 
prolyl -3 -amino- 2 -oxohexanoylglycyl -N. N- dimethyl -2 -phenyl - 

Absolute stereochemistry, 



A. 



394723-46-7 CAPLUS 

Qlycinamide. 3-methyl -N- I (2-methylpropoxy) carbonyl) -L-valyl-4 , 4 -dimethyl - L- 
prolyl -3 -amino- 5-methyl - 2 -oxohexanoylglycyl -N.N-di methyl - 2-phenyl - (CA 



INDEX NAME! 
Absolute stereochemistry. 



u 



i-BuO NH 
t-Bu 3 



N '1. I o Ph 



5, N' Bii-i 



RN 394723-50-3 CAPLUS , 

CN Qlycinamide. { 2S) - 2 - (4,4 -dimethyl cyclohexyl I - N- | (2 - 

methylpropoxy) carbonyl ] glycyl -4 , 4 -dimethyl - L-prolyl - 3 -. 
oxohexanoylglycyl -N, N-dimethyl - 2-phenyl-. <2S> - (9CI> (CA INDEX NAME) 



Absolute stereochemistry. 



Jk. 



k i. H 



RN 394723-51-4 CAPLUS 

CN Qlycinamide, ( 2S ) - 2 - 11 -met hylcyclohexyl ) • N- f (2- 

methy Ipropoxy) carbonyl J glycyl -4 , 4 -dimethyl- L- prolyl • 3 -amino- 2- 
oxohexanoylglycyl-N, N-dimethyl -2-phenyl-, <2S>- (CA INDEX NA 

Absolute stereochemistry. 



Jl. 

i-BuO NH 



N s ' pr-i 



RN 3 94723-54-7 CAPLUS 

CN Qlycinamide, (2S> -2 -cyclohexyl - N- t (2-methylpropoxy) carbonyl ) glycyl -4 , 4 - 

dimethyl -L-prolyl- I3S) -3 -amino- 5 -methyl -2 -oxohexanoylglycyl -N, N-dimethyl -2 - 
phenyl-. <2S>- (ca index name) 

Absolute stereochemistry. 



A.. 



i-BuO NH 



(J a 3 



RN 394723-55-B CAPLUS 

CN Qlycinamide. 3 -methyl - N- ( ( 1 -methyl ethoxy) carbonyl] -L-valyl-4 , 4 -dimethyl - L- 
prolyl - (3S) - 3 -amino- 5 -met hy 1 - 2 -oxohexanoy 1 g lycy 1 - N, N-dimethyl -2-phenyl - . 
(23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



A 



r t 



J 



k. 



3 Bu-i 



RN 394723-S7-0 CAPLUS 

CN Qlycinamide , N- [ ( ( 1R) - 1 - 2-dimethylpropoxy) carbonyl] -3 -methyl - L-valyl -4,4- 
dimethyl -L-prolyl - 3 -amino- 2 -oxohexanoylglycyl -N, N-dimethyl - 2-phenyl - , 
<2S)- (CA INDEX NAME) 

Absolute stereochemistry. 



t-Pr B 0 NH q o 

, . H | 

. M ' V O Ph 



° \ 



N Pr-i 
H 



RN 3 94 723-58-1 CAPLUS 

CN Glycinamide. (2S) - 2 -cyclohexyl - N- [ ( (13) - 1 , 2 -dimethyl propoxy) carbonyl } glycy 
1-4,4 -dimethyl -L-prolyl - (3R) - 3 -amino- 2 -oxohexanoylglycyl -N, N-dimethyl - 2- 
phenyl-, (2S>- (CA INDEX NAME) 

Absolute stereochemistry. 



N R Pr-n 



3 94723-59-2 CAPLUS 

Glycinamide. 3 -methyl - N- ( ( 2 -methylpropoxy > carbonyl ) -L-valyl - US) -4 -methyl - 
L-prolyl- OS) -3 -amino- 2 -oxohexanoylglycyl -N, N-diroethyl - 2-phenyl - , (28) - 
(CA INDEX NAME) 



Absolute stereochemistry . 



RN 394723-60-5 CAPLUS 

CN aiycinamide. <2S) -2-cyclohexyl-N- t (2 -methylpropoxy) carbonyl] glycyl - (4S) -4- 



methyl -L- prolyl- OS) -3 -amino- 2 -oxohexanoy lglycyl-N,N-dimethyl- 2 -phenyl - 
(2S) - (CA INDEX NAME) 

Absolute stereochemistry. 



X. 



i - BuO NH 



crr't 



r 



RN 3 94723-64-9 CAPLUS 

CN Olycinamide. N- I (2 -methyl propoxy > car bony 1 ] - L- i sol eucyl - 4 , 4 - dimethyl - L- 
prolyl - <3S) -3 -ami no- 2 -oxohexanoy Iglycyl -N. N- dimethyl -2 -phenyl - , (2S) - 
INDEX NAME) 

Absolute stereochemistry. 



X. 



i-BuO NH 



o o. 

0 

1 



RN 394723-69-4 CAPLUS 

CN Olycinamide. (PR) -P-methyl-N- 1 ( 2 -methylpropoxy ) carbonyl ] phenyla 1 

anyl -4 , 4 -dimethyl -L- prolyl - 3 -ami no- 2 - oxohexanoy lg lycy 1 - N, N- dimethyl - 2- 
phenyl-, <2S)- <CA INDEX NAME) 

Absolute stereochemistry. 



Jl. 

i-BucA NH ' 



( 3/ N- Pr-n 



RN 394728-61-5 CAPLUS 

CN Glyci namide , p-methyl-N- ( ( 2 -methyl propoxy ) carbonyl ] - L-pheny la lanyl - 

•4 , 4 -methyl - L- prolyl - 3 -amino- 2 -oxohexanoy lglycyl -N, N- dimethyl - 2- phenyl ♦ 
(2S>- (9CI> (CA INDEX NAME) 

Absglute stereochemistry. 



i-BuO NH 



A ^. 



< S/ {J Pr-n 



RN 394728-87-1 CAPLUS 

CN Glycinamide. 3 -methyl -N- [ ( 1 -methyl ethoxy) carbonyl 1 -L-valyl-4 . 4 -dimethyl -L- 
prolyl - 3 - amino- 5 -methyl - 2 - oxohexanoylglycyl - N, N-dimethyl-2-phenyl - . (28) - 

(CA INDEX NAME) 

Absolute stereochemistry. 



Me"- 



0 ' f 

t. J. 



.i .1 



RN 394728-91-7 CAPLUS 

CN Glycinamide. <2S) - N- ( 2 -carboxybenzoyl ) - 2 -cyclohexy Iglycyl - (431-4- (| (4- 



phenoxybenzoyl ) ami no) methyl ) ■ L- prolyl -3-amino-2-oxohexanoylglycyl -2-phenyl • 
. <2S1- (CA INDEX NAME) 

Absolute stereochemistry. 



c 



C0 2 H 0 
I It 



0 "V N 



N Pr-n 



r 



RN 8654 62 -15 -3 CAPLUS 

CN L-Prolinamide, N-(||l-(!(l, 1 - dimethy lethyl ) sul tony 1 J methyl 1 cyclohexyl ] a 
Olearbonylj -3 -methyl - L-valyl -N- {3-amino-l- (cyclobuty lmethyl ) -2.3- 
dioxopropyll -4- (pheny lmethoxy ) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




\» 7 



865462-17-5 CAPLUS 

L-Prolinamide. (2S) - 2 - cyclohexyl - N- I (1. 1 -di methylethoxy) carbonyl ) g 1 ycyl - 4 - 
(methylsulfonyl) -N- |1- [oxo (2 - propeny lamino) acetyl 1 butyl ) - , <4R> - (9CI) 
(CA INDEX NAME) 



3 / 



RN 8654 62- 1B-6 CAPLUS 

CN L-Prolinamide, (2S) - 2 -cyclohexyl -N- (Hi - (1(1.1- 

dimethylethyl ) sul f onyl ) methyl ) cyclohexyl J amino) carbonyl ) glycyl -N- (3 -amino- 
1- (cyclobutylmethyl) - 2 , 3 -dioxopropyl ] - 4 - IX. 1 -dimethylethoxy) - . <4R) - (9CI1 
(CA INDEX NAME) 

Absolute stereochemistry. 



t-Bu 
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RN 865462-36-8 CAPLUS 

CN L-Prolinamide, (2S) - 2 * cyclohexyl -N- ( ( (1- I ( (3 -methyl butyl) sulfonyll methyl J c 
yclohexyl ) amino) carbonyl 1 g lycy 1 -N- (3 -amino- 1 - (cyclobutylmethyl) -2,3- 
dioxopropyl) -4 -hydroxy- , (4R>- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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US 2006210969 
PRIORITY APPLN. INFO 



20060921 



US 2006-366839 20060303 
US 2005-656187P P 20050304 

The present invention provides infectious recombinant Hepatitis C viruses 
IHCV), and vectors, cells and animals comprising the same. The present 
invention provides methods of producing infectious recombinant HCV, and 
their use in identifying anti-HCV therapeutic agents, as well as sequences 
of HCV associated with HCV pathogenesis. In particular embodiments, the 
invention provides the genomic sequences of five chimeric HCV composed of 
two HCV strains, J6 or H77 (first), and JFH1 (second). The chimeric HCV 
genome comprises the structural core, El and E2 genes and nonstructural p7 
and NS2 genes from the first HCV strain, and a 5" noncoding region (NCR I , 
nonstructural NS3, NS4A, NS4B, NS5A. NSSB genes and a 3' noncoding region 
(NCR) from the second HCV strain. Furthermore, the invention develops a 



high throughput reporter assay for chimeric HCV replication by inserting a 
reporter gene into the HCV core gene or nonstructural gene p7 . The 
methods are also used for screening for anti-HCV drugs and HCV variants 
containing mutations affecting viral growth, such as H2476L mutation in the 
NS5B protein, S1107T mutation in the NS3 protein, K12N mutation in the 
core protein, I348S mutation or A269T mutation in El protein. 

IT 832090-66-1 , PI 1 

RL; bsu (Biological study, unclassified); BIOL (Biological study) 

(HCV RNA replication inhibited by,- infectious chimeric hepatitis c 
virus, mammalian culture cell lines for its production and reporter aaaay 
for antiviral drug screening) 
RN 832090-66-1 CAPLUS 

CN L-Prolinamide, N- (methoxycarbonyl ) -3- ( (methoxycarbonyl ) amino! -L-alanyl- 

<2S> -2-cyclohexylglycyl - 3 -methyl - L-va lyl - N- I (IS) -1- t2- (cyclopropylamino) -2- 
oxoacetyl ) butyll -4-11(3.4 -dihydro-2 <1H) - isoquinol i ny 1 > car bony 1 ) oxyl - , 

(4R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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Pharmaceutical compositions for the treatment and/or 
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AB The invention relates to new pharmaceutical compns. for the treatment 

and/or prevention of depression and methods tor the preparation thereof. I 
preferred embodiment, the instant invention is directed to pharmaceutical 
combinations comprising flibanserin as one active ingredient in 
combination with at least one addnl . active ingredient for the treatment 
and/or prevention of depression and methods for the preparation thereof. 
IT 173240-15-8, Nemifitide 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) , THU (Therapeutic use); biol (Biological study),- PROC (Process); 
USES (Uses) 

(flibanserin compns. tor the treatment and/or prevention of depression) 
RN 173240-15-8 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenyl a lany 1 - (4R) - 4 - hydroxy- L- prolyl - L- 
arginylglycyl- (CA INDEX NAME > 

Absolute stereochemistry. Rotation (-). 
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stereoelectronic Tuning of the structure and Stability 
of the Trp Cage Miniprotein 
Naduthambi, Devan; Zondlo, Neal J. 

Department of Chemistry and Biochemistry. University 

of Delaware. Newark, DE, 19716, USA 

Journal of the American Chemical Society (2006), 

128(38), 12430-12431 

CODEN: JACSAT; ISSN: 0002-7863 



PUBLISHER: American Chemical Society 
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LANGUAGE : English 

AB Proline residues are critical structural elements in proteins, defining 
turns, loops, secondary structure boundaries, and polyproline helixes, 
control of proline conformation therefore may be used to define protein 
structure and stability. 4 -Substituted proline derivo. may be used to 
control proline ring pucker, which correlates with protein main chain 
conformation. To examine the use of proline conformational restriction to 
tune globular protein stability, a series of peptides derived from the trp 
cage miniprotein was synthesized. Proline at residue 12 of the trp cage 
miniprotein, which adopts a Cy-exo ring pucker in the NMR structure, 
was replaced with 4 -substituted proline derivs., including 4R derivs. 
favoring a Cy-exo ring pucker and 4S derivs. favoring a 
Cy-endo ring pucker. Eight trp cage peptides were synthesized, five 
of which included residues that are not com. available, without requiring 
any solution phase chemical Anal, of the trp cage peptides by CD and NMR 
indicated that the structure and stability of the trp cage miniprotein was 
controllable based on the conformational bias of the proline derivative 
Replacement of Prol2 with 4S-substituted proline derivs. that favor the 
Cy-endo ring pucker destabilized the trp cage, while replacement of 
P1012 with 4R-substituted proline derivs. that favor a Cy-exo ring 
pucker resulted in increased u-helicity and thermal stability of the 
trp cage. The most stable trp cage derivs. contained benzoates of 
4R-hydroxyprol ine, which also exhibited the most pronounced 
stereoelectronic effects in TYProxN model peptides. Overall, the 
stability of the trp cage was tunable by over 50» depending on the 
identity of the proline side chain at residue 12. 

IT 913B20-90-3DP , resin bound 913B20-91-4DP . resin bound 

RL: BSU (Biological study, unclassified).- RCT (Reactant),- SPN (Synthetic 
preparation), BIOL (Biological study); PREP (Preparation),- RACT (Reactant 
or reagent) 

(stereoelectronic tuning of structure and stability of Trp cage 

miniprotein) 

RN 913820-90-3 CAPLUS 

CN L-Aspartamide, N-acetyl -L-threonyl -L-tyrosyl - (43) -4- (triphenylmethoxy) -D- 
prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O' NH 
H2N^ ,0 <v I 



» v .;■ 

'— ^ ,CPK 3 



RN 913820-91-4 CAPLUS 

CN L-Aspartamide. N-acetyl-L- threonyl - L-tyrosyl - (43) -4 - hydroxy-D-prolyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 9I3B20-92-5P 91382Q-93-6P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); 
BIOL (Biological study); PREP (Preparation) 

(stereoelectronic tuning of structure and stability of Trp cage 
miniprotein) 
RN 913820-92-5 CAPLUS 

CN L-Aspartamide, N-acetyl -L-threonyl - L-tyrosyl - (4S) -4- [ (4 -nitrobensoyl) oxy I - 
D-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 913820-93-6 CAPLUS 

CN L-Aspartamide. N-acetyl - L- threony 1 - L- tyro3y 1 - (4S ) - 4 • I [4 - 

(trif luoromethyl) benzoyl] oxyl -D-prolyl - (9CI) (CA INDEX name) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 4 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 ANSWER 27 OF 551 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



CAPLUS COPYRIGHT 2007 ACS on STN 
2O06:B71S42 CAPLUS 
145:412658 

Trans and surface membrane bound zervamicin IIBi 
1 3 C - MAOSS - NMR at high spinning speed 
Raap. J. ; Hollander, J.; Ovchinni kova , T. V . ,• 
Swischeva. N. v.,- skladnev, D. t Kiihne. S. 
Leiden Institute of Chemistry, Leiden University, 
Leiden, 2300 RA, Neth. 

Journal of Biomolecular NMR (2006), 3S<4). 285-293 

CODEN: JBNME9; ISSN : 092S-273B 

Springer ' 
Journal 
English 

Interactions between ISN-labeled peptides or proteins and lipids can be 
investigated using membranes aligned on a thin polymer film, which is 
rolled into a cylinder and inserted into the MAS -NMR rotor. This can be 
spun at high speed, which is often useful at high field strengths. 
Unfortuantely, substrate films like com. available polycarbonate or PEEK 
produce severe overlap with peptide and protein signals in 13C-MA0SS NMR 
spectra. We show that a simple house hold foil support allows clear 
observation of the carbonyl, aromatic and C« signals of peptides and 
proteins as well as the ester carbonyl and choline signals of 
phosphochol ine lipids. The utility of the new substrate is validated in 
applications to the membrane active peptide zervamicin IIB. The stability 
and macroscopic ordering of thin PC10 bi layers was compared with that of 
thicker Pope bi layers, both supported on the household foil. Sidebands in 
the 31P-spectra showed a high degree of alignment of both the supported 
POPC and PCio lipid mola. Compared with POPC, the PC10 lipids are 
slightly more disordered, most likely due to the increased mobilities of 
the shorter lipid mols. This mobility prevents PC10 from forming stable 
vesicles for mas studies. The 13C- peptide peaks were selectively detected 
in a I3c-detected lH-spin diffusion experiment Oual. anal, of build-up curves 
obtained for different mixing times allowed the transmembrane peptide i*n 
PC10 to be distinguished from the surface bound topol . in POPC. The 
13C-MAOSS results thus independently confirms previous findings from 15N 
spectroscopy [Bechinger, B., skladnev, D.A., Ogrel, A.. Li. X., 
Rogozhkina. E.v., Ovchinnikova. T.V., O'Neil, J.D.J, and Raap, J. (2001) 
Biochem., 40, 9428-9437). m summary, application of house hold foil 
opens the possibility of measuring high resolution 13C-NMR spectra of 



peptides and proteins in well ordered membranes, which are required to 
determine the secondary and supramol . structures of membrane active peptides, 
proteins and aggregates. 
79395-B5-0, Zervamicin IIB 
RL: PRP (Properties) 

( 13C-MAOSS-NMR at high spinning speed of trans and surface membrane 

bound zervamicin IIB) 
793 95- 86 -0 CAPLUS 

L- Prol inamide. N-acetyl - L- 1 ryptophyl - L- isoleucy 1 - L- glutacninyl -D- i sovaly 1 -L- 
isoleucyl -L- threony 1 -2 -methyl a lanyl -L- leucyl -2-methylalanyl - (4R) -4 -hydroxy - 
L-prolyl-L-glutaminyl-2-methylalanyl- (4R) -4 - hydroxy -L- prolyl -2- 
methylalanyl-N- |(1S) -1- Ihydroxymethyl) -2-phenyiethyl1 - (CA INDEX NAME) 
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A Plant Peptide Encoded by CLV3 Identified by in Situ 
MALDI-TOF MS Analysis 
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CORPORATE SOURCE ; Graduate School ot Bio- Agricultural sciences, Nagoya 

University. Chikusa, Nagoya, 464-8601, Japan 

SOURCE: science (Washington, DC, united States) (2006) , 

313(5788), B45-848 
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PUBLISHER : American Association for the Advancement of Science 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The Arabidopsis C LA VAT A 3 (CLV3) gene encodes a stem cell-specific protein 
presumed to be a precursor of a secreted peptide hormone. Matrix-assisted 
laser desorption/ioni*ation-time-of - flight mass spectrometry (MALDI-TOF 
MS) applied to in situ Arabidopsis tissues determined the structure of a 
modified 12-amino acid peptide (MCLV3), which was derived from a conserved 
motif in the CLV3 sequence. Synthetic MCLV3 induced shoot and root 
meristem consumption as cells differentiated into other organs, displaying 
the typical phenotype of transgenic plants overexpressing CLV3 . These 
results suggest that the functional peptide of CLV3 is MCLV3 . 

IT 90B127-11-7P 

RL: BSU (Biological study, unclassified).- PRP (Properties); PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation) 

(plant peptide encoded by CLV3 identified by in situ MALDI-TOF MS 

anal . > 

RN 908127-11-7 CAPLUS 

cn L-Histidine, L-arginyl -L-threonyl - L- valyl - <4R) -4 -hydroxy -L-prolyl -L- 
serylglycyl- (4R) -4 -hydroxy-L-prolyl - L- u-aspartyl ■ L- prolyl - L- leucyl - L- 
histidyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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Synthesis of cyclic peptide derivatives as C5a 

receptor antagonists for treatment of disease 
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AB The invention relates to compds . X1-X2- 
a radical having a mass of about 1-300 
R5R6NCO, R502C. R5S02. RSR6NS02. R5R6N, 
RSP(0)OH. RSB(OH), Or R5CH : NOCH2CO, in 



cyclo(X3-X4-XS-X6-x7)n. where XI : 
and is preferably RS, R5CO. 

R5R6NCS. R5R6NC(:NH>, R5CS. 
which R5, R6 are independently H. 



P, OH, (un)substituted alkyl, cycloalkyl, heterocyclyl , aryl , etc, X2 is 
a radical that mimics the biol . binding characteristics ot a phenylalanine 
unit. X3 and X4 are a spacer preferably selected from amino acids, amino 
acid analogs and amino acid derivs.. X5 is a radical that mimics the biol. 
binding characteristics of a cyclohexylalanine or homoleucine unit, X6 is 
a radical that mimics the biol. binding characteristics of a tryptophan 
unit, and X7 is a radical that mimics the biol. binding characteristics of 
a nor leucine or phenylalanine unit. The compds. were prepared by combined 
solid-phase and solution chemical and tested for their activity as CSa receptor 
antagonists. Thus. Ac-Phe(Orn-Pro-cha-Trp-Phe) (cha - 
D-P-cyclohexylalanine) showed IC50 20 S 50 nM. 
IT 899836-14-7P 899836-38-5P 899836-44-3P 
B99836-4S-4P 899B37-39-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation), THU 
(Therapeutic use); biol (Biological study); PREP (Preparation); USES 
(Uses) 

(synthesis of cyclic peptide derivs. as C5a receptor antagonists for 
treatment of disease) 

RN 899836-14-7 CAPLUS 

CN L- Phenylalani namide . N-acetyl - L- phenylalany 1 -N5 - (aminocarbonyl ) -L-ornithyl - 
(4R) -4 -hydroxy-L-prolyl -5 -methyl -D- nor leucyl -3 -benzo (b) thien - 3 -yl - L-alanyl - 
(SCI) • (CA INDEX NAME) 

Absolute stereochemistry. 



o 




RN 899836-38-5 CAPLUS 

CN L- Phenylalan inamide , N-acetyl -L-phenylalanyl -L-ornithyl- (4S> - 4 - hydroxy- L- 
prolyl-S-methyl-D-norleucyl-4-tluoro-L-phenylalanyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 899B36-44-3 CAPLUS 

CN L-Phenylalaninamide, N-acetyl - L- phenyls lany 1 - L- ornithyl - (4R) -4-hydroxy-L- 
proly) - 5 -methyl -D- nor leucyl -3 -benzo fb] thien -3 -yl -L-alanyl • (9CI> (CA 

INDEX NAME) 

Absolute stereochemistry. 
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RN 899836-45-4 CAPLUS 

CN L- Pheny la laninamide . N-acetyl - L-phenyla lanyl - L-orn i thyl - (4R) -4 - hydroxy-L- 
piolyl -5-methyl -D-norleucyl -4 -f luoro- L- phenylalanyl - (9CI) ICA INDEX 

NAME) 



Absolute stereochemistry. 
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RN 899817-39-9 CAPLUS 

CN L-Phenylalaninamide, (4R) -hexahydro-2 , 6-dioxo-4 -pyrimidinecarbonyl-L- 
phenylalanyl-L-ornithyl - (4R) -4 - hydroxy- L- prolyl -5 -methyl -D-norleucyl -4 - 
f luoro-L-phenylalanyl- {9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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Novel Y-carboxyglutamic acid-containing peptides 
from the venom of conus textile 

Czerwiec. Eva,- Kalume, Dario E . ; Roepstorff. Peter; 
Hambe, Bjorn; Furie. Bruce,- Furie, Barbara C, 
Stenflo, Johan 

Marine Biological Laboratory. Hoods Hole. MA. USA 
FEBS Journal 12006). 273(12). 2779-2788 
CODEN i FJEOAC; ISSN: 174 2-464X 

Blackwell Publishing Ltd. 
English _ 

The cone snail is the only invertebrate system in which the vitamin 
K-dependent carboxylase (or y- carboxylase) and its product 
Y-carboxyglutamic acid (Gla) have been identified. It remains the 
sole source of structural information of invertebrate y-carboxy lase 
substrates. Four novel Ola -containing peptides were purified from the venom 
of Conus textile and characterized using biochem. methods and mass 
spectrometry. The peptides Ola til -TxVI, Ola < 2 ) -TxVI/A, Ola (2) -TxVI/B and 
Cla(3)-TxVl each have six Cys residues and belong to the o- super f ami ly of 
conotoxins. All four conopeptides contain 4 -trans-hydroxyproline and the 
unusual amino acid 6 - L-bromotryptophan . Ola (2) -TxVI/A and Ola (2) -TxVI/B 
are iaoformg with an amidated c-terminus that differ at positions * l and 
♦ 13. Three isoforms of Gla (3 ) -TxVi were observed that differ at position ♦ 
7: 01a(3)-TxVi, oiu7-01a (3) -TxVI and Asp7-Qla(3)-TxVl, The cDNAs encoding 
the precursors of the four peptides were cloned. The predicted signal 
sequences (amino acids -46 to -27) were nearly identical and highly 
hydrophobic. The predicted propeptide region (-20 to -1) that contains 
the y-carboxylation recognition site (y-CRS) is very similar 
in Gla (2) -TxVI/A. Gla (2) -TxVI/B and Gla (3) -TxVI. but is more divergent for 
Gla(l) -TxVI. Kinetic studies utilizing the Conus y-carboxylase and 
synthetic peptide substrates localised the y-CRS of Gla (1) -TxVI to 
the region -14 to -1 of the polypeptide precursor: the Km was reduced from 
1 . 8 mM for Gla (D-TxVI lacking a propeptide to 24 uM when a 14-residue 
propeptide was attached to the substrate. Similarly, addition of an 
18-residue propeptide to Gla (2) -TxVI/B reduced the Km value tenfold. 
367965-86-4P , Conotoxin Gla (3) -TxVI (Conus textile venom) 
9091 1 1 -72 -4 P , Conotoxin Ola (2 ) -TxVI /A (Conus textile venom) 
90911 J-75-7P , conotoxin Gla (3)- TxVI p-glutamic acid) (Conus 
textile venom) 909111-76-8?. Conotoxin Qla<3)-TxVI [7-aspartic 
acid) (Conus textile venom) 

RL: ANT (Analyte), PRP (Properties), PUR (Purification or recovery); ANST 



(Analytical study); PREP (Preparation) 

(amino acid sequence,- novel y-carboxyglutamic acid- containing 
peptides from venom of Conus textile) 
RN . 367965-86-4 CAPLUS 

CN Glycine, L- leucyl -L-cysteinyl - (4R) -4 -hydroxy-L-prolyl -L- u-aspartyl- 
tyrosyl -L-threonyl - 4 -carboxy-L- ^-glutamyl - (4R> -4 -hydroxy-L-prolyl - L- 
cysteinyl •L-seryl-L-hist idyl - l.-a 1 any 1 - L - hist idyl - 4 - carboxy-L- <i- 
glutamyl -L-cysteinyl -L-cysteinyl -L-seryl -6-bromo-L-tryptophyl • L- 
aspa rag inyl -L-cysteinyl - L- tyrosyl - L -asparaginy lglycy 1 - L- hist idyl - L- 
cysteinyl-L-threonyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H0 2 C^^N^^O 



X 



N -\ I 0 H2N O 



T 



X 



XT 
"n 




V "\ \ / HO Me ho 2 c 

! I » <F i . ■ 



H 8 ' 

\_ ?/ 



1JU 



... <s .r 



RN 909111-12-4 CAPLUS 

CN L-Serinamide, L-seryl -L-cysteinyl -L-seryl -L- n-aspartyl -L- a- 

aapartyl - 6 -bromo- L- tryptophyl - L- glutaminyl - L- tyrosyl - L-cysteinyl -4 -carboxy- 
L-ti -glutamyl - L-seryl - (4R) - 4 - hydroxy- L- prolyl - L- threonyl - L- a- 
aspartyl -L-cysteinyl -L-ryateinyl -L-seryl - 6 - bromo- L- tryptophyl -L- u- 
aspartyl -L-cysteinyl -L- <« -aapartyl - L- valyl - L-valyl - L-cysteinyl - <9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 909111 -T5-7 CAPLUS 



CN Glycine, L- leucyl-L-cysteinyl - <4R) -4 -hydroxy-L-prolyl-L- "-aspartyl -L- 
tyroayl -L-threonyl -L- u-glutamyl - <4R) -4 - hydroxy- L.- prolyl - L- cysteinyl - 
L-seryl-L-hi8tidyl-L-alanyl-L-hiBtidyl-4-carboxy-L- (i-glutamyl -L- 
cyoteinyl-L-cy8Ceinyl-L-aeryl-6-bromo-L-trypcophyl-L-aaparaginyl-L- 
cysteinyl-L-tyrosyl -L-aaparaginylglycyl-L-histidyl -L-cysteinyl -L-threonyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 909111-76-8 CAPLUS 

CN Glycine, L-leucyl -L-cysteinyl - (4R) -4 -hydroxy- L-prolyl-L- u-asparty 1 - L- 
tyroayl-L-threonyl -L- u-aspartyl - (4R) -4 -hydroxy-L-prolyl -L-cysteinyl - 
L-aeryl-L-histidyl-L,-alanyl - L> - hi at idyl - 4 - car boxy - L- <x-glutamy J -l- 



cysteinyl - L- cysteinyl -L-3eryl -6-bromo-L-tryptophyl -L-asparaginyl-L- 
cysteinyl - L- tyrosy 1 - L-aaparaginy lglycyl - L- hi at idyl - L- cysteinyl -L-threonyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2006:602631 CAPLUS 
145 : 226315 

Helical twists of collagen model peptides 

Okuyama, Ken j i ; Wu. Guanghan,- Jiravanichanun , Nattha.- 

Hongo, Chizuru,- Noguchi. Keiichi 

Department of Macromolecular Science, Graduate School 
of Science, Osaka University, Toyonaka Osaka, 
560-0043, Japan 

Biopolymers (2006). 84 14). 421-432 
CODEN: BIPMAA; ISSN: 0006- 3 525 
John Wiley i. Sons, Inc. 
Journal 
Engl ish 

were calculated by the method of Sugeta and Miyazawa for 



SOURCE : 

PUBLISHER : 
DOCUMENT TYPE ; 
LANGUAGE ; 

AB Average helical 

all of the collagen model peptides analyzed to date, calcn. of the 
helical twiBtS of all triplets in each peptide strand provided novel 
insights for several model peptides. In the (Pro-Pro-Gly) n (n - 9 and 
10). the helical twists showed cyclic fluctuations between 40 and 
65» with a 20 A period, suggesting that their mol . 

conformations were close enough to the ideal 7/2-helix to show the helical 

repeat of 20 A. Rather small helical twists in the guest regions of 

IBP in complex and T3-785 were attributed to the interaction with Integrin 

I domain and a relaxed conformation caused by three consecutive triplets 

lacking imino acid residues, resp. Although most of the triplets used in 

this Study were imino acid-rich triplets, helical twists were scattered in 

a wide range from 3 0 to 70 • with an overall average of 52.6°. 

This distribution of helical twists indicated a strong preference for the 

7/2-helical conformation (51.4°) rather than the io/3-helical model 

<36«) . 

IT 888960-91-6 905584-88-5 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(helical twists of collagen model peptides) 
RN 888960-91-6 CAPLUS 

CN Glycine, L- prolyl -L-prolylglycyl - L- prolyl - L- prolylglycyl - L- prolyl -L- 
prolylglycyl -L- prolyl -L-prolylglycyl • (4R) -4 - hydroxy- L- prolyl - L- 
threonylglycyl -L-prolyl - L-prolylglycyl -L- prolyl -L-prolylglycyl -L-prolyl -L- 
prolylglycyl-L-prolyl-L-prolyl- (9cu (ca index NAME) 

Absolute stereochemistry. 
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•RN 905584-88-5 CAPLUS 
CN Glycine, L-prolyl - L-prolylglycyl -L- prolyl -L-prolylglycyl -L-prolyl -L- 
prolylglycyl -L-prolyl -L-prolylglycyl - (4R) -4 -hydroxy-L-prolyl -L- <i- 
aBpartylglycyl-L-prolyl -L-prolylglycyl -L-prolyl -L-prolylglycyl -L-prolyl - L- 
prolylglycyl-L-prolyl-L-prolyl- <9CI> <ca index name) 

Absolute stereochemistry. 
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PATENT NO. 



WO 2006063783 

W: AE, AO, 



2006:601682 CAPLUS 
145:61505 

Deacylation of lipopeptides using recombinant 

Actinoplanes utahensis aculeacin A deacylase 

Ehlers, Eberhard; Decker, Heinrich,- Rissom, Sebastiai 

Seidel. Cuido; Olliger, Reiner 

Sanof i-Aventis Deutschland GmbH, Oermany 

PCT Int . Appl . , 3 9 pp. 

CODEN: PIXXD2 

Patent 
German 
1 



KIND DATE 



APPLICATION NO. 



DATE 



20060622 W0 2005-EP13336 

AT, AU, AZ, BA. BB, BG, BR, BW 
CN, CO, CR, CU, CZ, DE, DK, 
OB, OH. GM, HR, HU, ID, IL. 



KZ, LC, LX, 



LS, LT, LU, LV, LY, MA. 



20051213 
, CA, CH, 
. GB, GD, 

IS, JP, KE, KG , KM, KN. KP, KR , 



MG, MK, MN, MW, MX. 



MZ, NA. NO. til, NO, NZ, 0M, PG, PH, PL, PT, RO, RU, SC, SD, SB, 

SG, SK, SL, SM, SY, TJ. TM. TN, TR, TT, TZ, UA, UG. US. UZ. VC, 

VN, YU, ZA, ZM. ZW 

AT, BE, BO, CH. CY, CZ, DE, DK, EE, ES. FI , FR. GB. OR, HU. IB. 

IS, IT, LT. LU, LV, MC, NL, PL. PT, RO. SE, SI. SK. TR, BP. BJ. 

CF, CG. CI, CM, OA, GN, GO, GW. ML, MR, NE, SN, TD. TO, BH. OH, 

SL, SZ, TZ. 00. ZM, ZW, AM. AZ, BY, 



OM, KE. LS 

KG. KZ. MD 

DE 102004060750 

EP 1828228 

R: AT, BE, BG 

IS, IT. LI 



RU, TJ. TM 
Al 20061 



CH, CY, CZ, DE, DK 



LT. LU. LV. 



NL, 



HR, MK, YU 



DE 2004- 102004060750 20041215 

EP 2005-819403 20051213 

EE, BS, FI, FR. GB, OR. HU, IB, 

PL, PT, RO, SB. SI. SK. TR. AL. 



PRIORITY APPLN. INFO. : 



DE 2004-1020040607SOA 20O4121S 
WO 2005-EP13336 W 20053213 

OTHER SOURCE(S) : MAR PAT 145:61505 

AB The invention relates to an improved method for the enxyraic deacylation of 

lipopeptides to the corresponding nucleus by separating the lateral fatty acid 
chain of the lipopeptide. Thus, the aac gene from Actinoplanes utahensia, 
which encodes aculeacin A deacylase, wa9 cloned into Streptomyces 
lividans. The enzyme was produced by fermentation, isolated by ultrafiltration 
and used to deacylate deoxymulundocandins . 

IT 890771-56-9P 

RL: BYP (Byproduct),- PREP (Preparation) 

(deacylation of lipopeptides using recombinant Actinoplanes utahensis 
aculeacin deacylase) 

RN B90771-56-9 CAPLUS 

CN L-Prolinamide, N- | (4 , 5 -di hydroxy- 3 -pyrrol idinyl ) carbonyl ) -L-threonyl- MR) - 
4 -hydroxy- L-prolyl -4- (4 - hydroxypheny 1 ) - L- threonyl - L-seryl - 3 - hydroxy -4 - 

methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Synthesis of pept idomimet ic analogs of echinocandins 
Ma, Chao-Mei ,■ Takeda. Sunao,- Hibino, Satoshi; 
Daneshtalab. Mohsen 

School of Pharmacy, Memorial University of 
Newfoundland, St. John's. NL, A1B 3V6. Can. 
Heterocycles (2006), 68(4). 721-732 
CODEN: HTCYAM ,- ISSN: 03 85-5414 



PUBLISHER: Japan Institute of Heterocyclic Chemistry 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

OTHER SOURCE (8): CAS REACT 14 5:103 931 

AH Novel peptidomimetic compda . with partial structures being the game as 
that of echinocandin B, a well Known antifungal lipopeptide, were 
synthesized. The structures of these compds. were confirmed by NMR and 
MS. The synthesized compds. were tested for their in vitro antifungal and 
cytotoxic activity. The results suggested that the hydroxyprol ine- 
threonine section in the north-western position of the echinocandin is 
important for the activity. 

IT B94807-31-9P 694807-37-5P 694807-38-6P 
694807-39-7P B94B07-40-0P 894B07-41-1P 

RL: BSU (Biological study, unclassified); RCT (Reactant) ,- SPN (Synthetic 
preparation) BIOL (Biological study), PREP (Preparation); RACT (Reactant. 
or reagent) 

(synthesis of peptidomimetic analogs of echinocandins lacking 
antifungal and anticancer activity) 

RN B94807-31-9 CAPLUS 

CN Benzenebutanoic acid, N- ( 1 1 - ami no- 1 -oxoundecyl ) - L- threonyl - 14 R » -4 - 
(phenyl met hoxy) -L-prolyl - u-amino-4 - Iphenylmethoxy) - , (us) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 894807-37-6 CAPLUS 

CN Benzenebutanoic acid. N2 - 14 - (octyloxy) benzoyl 1 -N5 - 

[ (phenyl met hoxy) car bony 1 1 -L-orni thy I -O- (phenylmethyl > - L- threonyl - (4R) -4 - 
(phenyl met hoxy) -L-prolyl ■ "-ami no -4 • (pheny lmet hoxy ) -, methyl ester, 
(nS>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 894807- 3B-6 CAPLUS 

CN Benzenebutanoic acid, N2- (4 - (octyloxy) benzoyl ) -L-ornithyl-L-threonyl- (4R) - 
4-hydroxy-L-prolyl - u-amino-4 -hydroxy- , methyl ester, (aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 894807-3 9-7 CAPLUS 

CN Benzenebutanoic acid, N5- |5- ( ( (1, 1 -dimethylethoxy>carbonyl) amino) -1- 

oxopentyl) -N2- (4 - (octyloxy ) benzoyl J -L-ornithyl-L-threonyl- (4R) -4 -hydroxy-L- 



methyl ester. <uS) - (9CI) (CA 
Absolute stereochemistry. 
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RN 894807-40-0 CAPLUS 

CN Benzenebutanoic acid, N5 - IS - I I ( 1 , 1 - dime thy let hoxy ) car bony 1 1 amino) - 1 - 

oxopentyl] -N2- [4- (octyloxy) benzoyl 1 -L-ornithyl-L-threonyl- (4R) -4-hydroxy-L- 
prolyl-a-amino-4 -hydroxy- , (us) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



OH 



RN 894807-4 1-1 CAPLUS 

CN Benzenebutanoic acid, N5- (S-amino- 1 -oxopentyl ) -N2- (4 - (octyloxy) benzoyl] -L- 
orni thy 1 -L- threonyl - (4R) -4 - hydroxy -L-prolyl - a -ami no- 4 -hydroxy- , 
(«S>- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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894807-30-8P 894B07-34-2P 894807-35-3P 
894807-36-4P 

RL: RCT (Reactant); SPN (Synthetic preparation)/ PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of pept idomimet i c analogs of echinocandins lacking 

antifungal and anticancer activity) 

894807-30-B CAPLUS 

Benzenebutanoic acid, N- (11- ( J (1 , 1 -dimethy let hoxy ) car bony 1 ) amino] - X- 



oxoundecyl] -0- (1, 1 -dimethy lethy I ) -L-threonyl- (4RJ-4- (pheny lmethoxy )- L- 
prolyl-u-amino-4 - (phenylmethoxy) - . methyl ester. (<iS>- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN B94 807-34-2 CAPLUS 

CN Benzenebutanoic acid, N- ( ( 1 , 1 - dimethylethoxy ) car bony 1 ) -O- ( phenyl methyl ) - L- 
threonyl - (4R) -4- (pheny lmethoxy ) -L- prolyl - <i- amino- 4 - (pheny lmethoxy ) - , 
methyl ester. (uS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 894807-35-3 CAPLUS 

CN Benzenebutanoic acid, N2 • I (9H- f luoren - 9-ylmethoxy) carbonyl J -N5- 

( (phenylmethoxy) carbonyl J - L-orni thyl -o- (pheny Imethyl ) -L-threonyl- <4R) -4- 
(pheny lmethoxy) -L-prolyl - n-amino-4 - (phenylmethoxy) - , methyl ester. 
(<iS)- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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RN 894807-36-4 CAPLUS 

CN Benzenebutanoic acid. N5- 1 (phenylmethoxy ) carbonyl 1 - L-orni thyl -O- 

( phenyl methyl ) - L- threonyl - 14 R) -4 - (phenylmethoxy) -L-prolyl - a-amino-4- 
(phenylmethoxy) - . methyl ester, tnS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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145: 22926 

Threonine in collagen triple-helical structure 
Jiravanichanun, Nattha,- Kizuno, Kazunori; Bachinger, 
Hans Peter; Okuyama. Kenji 

Department of Macromolecular science. Graduate School 
of science. Osaka University, Toyonaka. 560-0043, 
Japan 

Polymer Journal (Tokyo, Japan) 12006), 38 14), 400-403 
CODEN: POLJB8,- ISSN: 003 2-3896 
Society of Polymer Science, Japan 
Journal 
English 

Only the T3-785 peptide has a reported structure of threonine in a 
triple-helical structure. The x-ray determination of the 
H - <Pro-Pro-Gly>4- (4 (R) - 

Hyp-Thr-Gly) - ( Pro- Pro-Qly) 4 -OH (OTG) peptide provides insight into 
detailed structure of frequently observed residues in Riftia pachyptila 
cuticle collagen. Although the stabilization mechanism of the OTG peptide 
is not clearly understood, the fine structure of the OTG peptide provides 
valuable information of Thr conformation including diversity of 
water -mediated hydrogen bonds around Thr in the triple-helical structure. 
Interestingly, the observed hydration patterns of Thr are similar to those of 
4(R)Hyp and moreover, OH group side-chain characteristic of Thr and 
4(R)Hyp is similar as well. 

IT 888960-91-6 

RL: BSU (Biological study, unclassified),- PRP (Properties), BIOL 
(Biological study) 

(role of threonine in collagen triple-helical structure) 
RN 888960-91-6 CAPLUS 

CN Glycine, L-prolyl - L-prol y lglycy 1 - L-prolyl -L-prolylglycyl -L-prolyl -L- 
prolylglycyl - L-prolyl -L-prolylglycyl - (4R) -4 -hydroxy- L-prolyl - L- 
threonylglycyl- L-prolyl -L-prolylglycyl - L- prolyl - L-prol ylgl ycyl - L-prolyl - L- 
prolylglycyl-L-prolyl-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2006: 3 1184 4 CAPLUS 
145: 20399 

Discovery Of SCH446211 (SCH6) : A New Ketoamide 
Inhibitor of the HCV NS3 Serine Protease and HCV 
subgenomic RNA Replication 

Bogen, Stephnne L . , Arasappan. Ashok; Bennett, Frank; 
Chen, Kevin; Jao, Edwin,- Liu, Yi-Tsung,- Lovey, Raymond 
G.; Venkat ramari . Srikanth, Pan, Weidong,- Parekh, 
Tajel; Pike, Rusael E.; Ruan, Sumei ; Liu, Rong; 
Baroudy. Bahige; Agrawal , Sony; Chase, Robert; 
Ingravallo, Paul; Pichardo, John,- Prongay. Andrew, 
Brisson, Jean-Marc- Hsieh. Tony Y . ; Cheng, Kuo-Chi t 
Kemp, Scott J.; Levy, Odile E.,- Lim-Wilby. Margueii ta ,- 
Tamura , Susan Y . ; Saksena, Anil K. ,- Gir i javal labhan, 
Viyyoor, Njoroge. F . George 

Schering-Plough Research Institute, Kenilworth, NJ, 
07033, USA 

Journal of Medicinal Chemistry (2006), 49(9), 
2750-2757 

COD EN : JMCMAR ; ISSN: 0022-2623 

American Chemical Society 



document TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CAS REACT 145:20389 

AB Introduction of various modified prolines at P2 and optimization of the PI 
side chain led to the discovery of SCH6 (24, Table 2), a potent Ketoamide 
inhibitor of the hcv NS3 serine protease. In addition to excellent enzyme 
potency IKi*» 3.8 nM) , 24 was also found to be a potent inhibitor of HCV 
subgenomic RNA replication with IC50 and IC90 of 40 and 100 nM, resp. 
Recently, antiviral activity of 24, was demonstrated with inhibition of the 
full-length genotype 2a HCV genome. In addition, 24 was found to restore the 
responsiveness of the interferon regulatory factor 3 (IRF-3) in cells 
containing HCV RNA replicons. 

IT 394721-44-9P BB8323-42-0P 8B8323-43-1P 
888323-4S-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); uses 
(uses) 

(preparation of <i-ketoamides as HCV NS3 serine protease inhibitors: 
discovery of SCH446211 (SCH6) ) 
RN 394 721-44-9 CAPLUS 

CN Glycinamide, 3 -methyl -N- { (2-methylpropoxy) carbonyl J -L-valyl- (4R) -4- (1,1- 

dimethylethoxy) -L-prolyl - 3 -amino- 2-oxohexanoylglycyl -N. N-dimethyl - 2 -phenyl - 

. (2S)- (9CI) ICA INDEX NAME) 

Absolute stereochemistry. 
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RN 888323-42-0 CAPLUS 

CN Glycinamide, 3-methyl-N- ( (2 -met hylpropoxy) carbonyl ] -L-valyl- MR) -4 -methyl - 
L-prolyl-3-amino-2-oxohexanoylglycyl-N,N-dimethyl-2-phenyl- , <2S) - (9CI> 

(CA INDEX NAME) 

Absolute stereochemistry. 




Y 



RN BBB323-43-1 CAPLUS 

CN Glycinamide, 3-methyl-N- H2-methylpropoxy)carbonyl1 • L-valyl • 4 . 4 -dimethyl -L- 
prolyl- 3 -ami no- 2-oxohexanoylglycyl -N, N-dimethyl -2-phenyl - . (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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i-BuO NH 
t-Bu 
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RN 888323-45-3 CAPLUS 

CN Glycinamide, <2S) - 2 -cyclohexyl -N- I (2-methylpropoxy) carbonyl Iglycyl- <4R) -4 • 
[ (1, 1- dimethyl ethyl ) thiol - L- prol yl - 3 -amino- 2 -oxohexanoy lg lycy 1 -N , N- 
dimethyl -2-phenyl-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2006:300696 CAPLUS 
145: 20852 

Short peptide fragments with antiulcer activity from a 
collagen hydrolysate 

Zolotarev, Yu . A.; Badmaeva, K. E . ; Bakaeva , Z. V , ; 
Samonina, G. E . ; Kopylova, G . N . ; Dadayan, A. K . , 
Zverkov, Yu. B . ; Garanin, S. K . ; Vaskovsky. B. V., 
Ashmarin, I. P.; Myasoedov, N . F. 

Institute Of Molecular Genetics. Russian Academy ot 
Sciences, Moscow, 123182, Russia 

Russian Journal of Bioorganic Chemistry (2006), 32(2), 

174 - 178 

CODEN: RJBCET; ISSN: 1068-1620 
Pleiades Publishing, Inc. 
Journal 



LANGUAGE: English 

AB A peptide acidic hydrolyzate of collagen (PHC) was obtained under 

conditions (4 N HC1) ensuring the predominant formation of short peptides, 
glyprolines. They were separated and their antiulcer activity was studied. 
Thirty individual peptides with mo), masses of 174-420 amu were isolated 
from the PHC by HPLC. The PHC was shown to predominantly contain 2-tO 
4-aa peptides, including PG , OP, and PGP. Expts. on rats demonstrated 
that, on intragastric administration at a dose of 1 mg/kg, PHC enhances 
the stability of the gastric mucosa to the action of ulcerogenic factors, 
such as ethanol and stress, and exhibits a protecting antiulcer effect. 
Even a lesser dose (0 . 1 mg/kg), which reduced ulcer area twofold, was 
effective in the stress model of ulcer formation. The i.p. and 
intragastric administration of PHC at a dose of 1 mg/kg was found to 
exhibit a therapeutic effect in the acetate model of ulcer formation. 

IT 888732-49-8 888732-51-2 

RL: BSU (Biological study, unclassified); BIOL, (Biological study) 
(short peptide fragments with antiulcer activity from a collagen 
hydrolyzate) 
RN B8B732-49-8 CAPLUS 

CN L-Valine, glycyl - (4 R ) - 4 -hydroxy -L-prolyl - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Absolute stereochemistry. 
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peptidomimetics as HIV protease inhibitors 
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The Scripps Research Institute, Australia 
Aust. Pat. Appl . , 191 pp.. Division of Aust. 2001 
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Absolute stereochemistry. 
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Combinatorial libraries or HIV and FIV protease inhibitors are 
characterized by u-ketoamide or hydroxyethyl amine core structures 
Clanked by on one side by substituted pyrrolidines, piperidines, or aza 
sugars and on the other Bide by phenylalanine, tyrosine, or substituted 
tyrosines. n-Ketoamide I [Ri is H, OH, alkoxy, OBn or OP, where P 
is a protecting group,- R2, R3 are independently groups given tor Rl or 
benzyl oxy substituted by methoxy, nitro or hydroxy groups; R4 is H, CH20H, 
alkoxymethyl or CH20P (with the proviso that R1-R4 cannot all be H) ] are 
claimed. The libraries are synthesized via a one step coupling reaction. 
Highly efficacious drug candidates are identified by screening the 
libraries for binding and inhibitory activity against both hiv and FIV 
protease. Drug candidates displaying clin. useful activity against both 
HIV and FIV protease are identified as being potentially resistive against 
a loss of inhibitory activity due to development of resistant strains ot 
HIV. Thus, ci-ketoamide II (Cbz = benzyloxycarbonyl ) was prepared and 
showed Ki - 65 nM for inhibition of HIV protease. 
191BS1-38-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of u-ketoamide or hydroxyethylamine pept idomimet i cs as 
HIV protease inhibitors) 
191851-38-4 CAPLUS 

L-Olutamine, <4S> -1- (I, 2-dioxo-4 -phenyl-3- ( I (phenyl me thoxy) carbonyl 1 ami no) 
butyl ) -4 - (phenylmethoxy) - L- prolyl - L- i soleucyl - , 1 , 1 - dimethyl ethyl ester 
(9CI) (CA INDEX NAME) 
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AB Antiamoebins 
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2006:19684 7 CAPLUS 
145:413896 

Antiamoebins. myrocin B and the basis of antifungal 
antibiosis in the coprophilous fungus Stilbella 
erythrocephala (syn. S. fimetaria) 

Lehr, Nina-A.; Meffert, Anja; Antelo, Luis* Sterner, 
oiov; Anke, Heidrun,- Neber, Roland H. s. 
Department of Biotechnology, University of 
Kaiserslautern, Kaiserslautern , Germany 
FEMS Microbiology Ecology (2006), 55(1). 105-112 
CODEN: FMECEZ ; ISSN: 0168-6496 
Blackwell Publishing Ltd. 
Journal 
English 

II and XVI as well as several others in minor arats. were 
produced by four strains of the coprophilous fungus Stilbella 
erythrocephala (syn. s. fimetaria) in its natural substrate and in liquid 
culture. The total antiamoebin concentration in dung was 126-624 ug g-1 fresh 
weight, with min. inhibitory concns . against most other coprophilous fungi 
being at or below 100 n9 mL-l. Myrocin B, not previously described 
from S. erythrocephala, was also produced, but only at low. non fungicidal 
levels (< 5.3 ug g-l). No other antifungal substances were detected. 
It is concluded that antiamoebins are responsible for antibiosis in dung 
colonized by S. erythrocephala. 

64347-37-1P. Antiamoebin I 280774-61-op , Antiamoebin III 
280774 -62-iP , Antiamoebin IV 280774 -64 - 3 P , Antiamoebin 
VI 280774 -66-5P , Antiamoebin VIII 280774 -70- IP , 
Antiamoebin XII 280774 -71 - 2P , Antiamoebin XIII 
280774 -72- 3P , Antiamoebin XIV 2B0774 - 73 - 4 P , Antiamoebin 
xv 2B0774-74-5P , Antiamoebin XVI 

RL: BSU (Biological study, unclassified); PUR (Purification or recovery); 
BIOL (Biological study); PREP (Preparation) 

(antiamoebins. myrocin B and antifungal antibiosis in coprophilous 

fungus Stilbella erythrocephala) 
64347-37-1 CAPLUS 

Antiamebin I (9Ci) (ca index name) 
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CN L-Prol inamide, N- acetyl - L- phenyl a lany 1 - 2 • methyls lanyl - 2-methylalanyl - 2- 

methylalftnyl-2-methylalanylglycyl-L-leucyl-2-methylalanyl-2-methyl«lanyl- 
(4R) -4-hydroxy-L-prolyl-L-glutaminyl-D-isovalyl- (4R) -4 - hydroxy- L- prolyl -2- 
methylal anyl -N- [ (IS) -1- (hydroxymethyl > - 2 -phenylethyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN L-Prolinamide, N- acetyl -L-phenylalanyl -2 -methylalanyl - 2 -methyl a 1 any 1 -L- 
alanyl-D-isovalylglycyl-L-leucyl-2-methylalanyl- 2 -methylalanyl- (4R) -4- 
hydroxy-L- prolyl - L-glutaminyl - D - iaovalyl - <4R) -4 -hydroxy -L- prolyl- 2- 
methylalanyl-N- ( <1S) - 1- (hydroxymethyl) -2-phenylethyl] - (9CI> (CA INDEX 
NAME) 

Absolute stereochemistry . 
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CN L- Prol inamide, N- acetyl - L-phenylalanyl - 2 -methylalanyl - 2 -methylalanyl - 2- 
methylalanyl-2-methylalanylglycyl -L-leucyl - 2-methylalanyl - 2 -methylalanyl - 
(4R) -4 -hydroxy -L- prolyl -L-glutaminyl -2 -methylalanyl- (4R) -4 -hydroxy- L- 
prolyl-2-methylalanyl-N- ( (1S> -1- (hydroxymethy 1 ) - 2 - phenylethyl ] - (9CI> I 
INDEX NAME) 

Absolute stereochemistry . 



4 -hydroxy- L- prolyl -L-glutaminyl -2 -methylalanyl - <4R> -4 -hydroxy- L- prolyl -2- 
methylalanyl-N- [ (IS) -1- ( hydroxymethy 1) -2-phenylethyl) - (9CI> (CA INDEX 
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CN L-Prolinamide, N-acetyl -L-phenylalanyl - 2 -methylalanyl - 2 -met hylalanyl-2 • 

methylalanyl -D- iBOvalylglycyl -L- leucyl -2 -met hylalanyl-2 -methylalanyl - <4R)- 
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CH L-Prolinamide, N-acetyl -L-phenylalanyl -2-methylalanyl - 2 -methylalanyl -2 ■ 

methylalanyl -2 -met hylalanylglycyl -L-leucyl -L-alanyl -2-methylalanyl- <4R) -4- 
hydroxy- L-prolyl -L-glutaminyl -D- isovalyl • <4R) -4 -hydroxy -L- prolyl - 2- 
methylalany 1 -N- ( (IS) -1- (hydroxymethyl ) - 2 - phenylethyl ] - (9CI> (CA INDEX 
NAME) 

Absolute stereochemistry. 
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cn L-Prolinamide, N- acetyl -L-valyl -2-methylalanyl -2 -methylalanyl -2- 

met hy la lanyl -2 -met hylalanylglycyl -L-leucyl • 2 -methylalanyl - 2 -net hylalanyl- 
<4R) -4-hydroxy-L-prolyl-L-glutaminyl-D-isovalyl- (4R> -4 - hydroxy- L-prolyl - 2- 
methylalanyl-N- (<1S)-1- (hydroxymethyl >- 2 - phenylethyl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



H He 

/ N ^| H Me ^ 

If \ H Me 0 • 



X* 



;f " 1 "Me 
i I H Me 



O 



,? Et 
H t 



K i! h " •? Me Me I \ 

j - A 1 r - V^VV 




H Me I 

J || >\ /N^| H Me I N J 



s-'Y^rSC 

o [I Me 



Y 



RN 280774-72-3 CAPLUS 

CN L-Prolinamide, N-acetyl - L- valyl - 2 -methyl a lanyl - 2 -methylalanyl - 2 - 

met hylalanyl-L-valylglycyl -L-leucyl -2 -methylalanyl -2 -methylalanyl- (4R) -4- 
hydroxy-L-prolyl - L-glutami nyl - D- isovalyl - <4R) -4 - hydroxy - L-prolyl -2- 
methylalanyl-N- 1 (IS) -1- (hydroxymethyl) - 2 -phenylethyl ) - (9CI) (CA index 

NAME) 

Absolute stereochemistry. 
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280774-73-4 CAPLUS 

L- Prol inamide, N-acetyl -L-leucyl-2 -met hy la lanyl - 2 -methylalanyl- 2- 
methylalanyl -2 -met hylalanylglycyl - L- leucy 1 - 2-methy lalanyl - 2 -methylalanyl - 
(4R) -4 - hydroxy -L- prolyl - L-glutaminyl -D- isovalyl - (4 R) - 4 - hydroxy- L-prolyl - 2 



methylalany 1 -N- I (IS) - 1 • (hydroxymethy 1 1 - 2 - phenyl ethyl J - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 





RN 280774-74-6 CAPLUS 

CN L- Prol inamide. N- acetyl -L- leucyl - 2 -methyl a 1 any 1 - 2 -methylalany 1 -2- 

methylalanyl-D- isova lyl g lycy 1 -L-leucyl-2 -methyl a lanyl - 2 -methylalanyl - (4R) - 
4 - hydroxy-!,- prolyl - L-g 1 utaminyl - D- isova lyl - (4R) -4 - hydroxy -L-prolyl- 2- 
methylalanyl-N- I (IS) -1- < hydroxymethyl > - 2 - phenylethyl ) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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Electron- rich aromatic residues stabilized cis amide bond formation, while 
electron-poor aroms. relatively favored trans amide bond formation. A 
Hammett correlation between aromatic electronics and cis-trans isomer i zation 
was observed These results indicate that the interaction between aromatic 
residues and proline, which is observed to stabilize cis amide bonds and is 
also a general stabilizing interaction ubiquitous in proteins and 
protein-protein complexes, is not stabilized exclusively by a classical 
hydrophobic effect. To a large extent, the aromatic- prolyl interaction ia 
driven and controllable by an electronic effect between the aromatic ring 
n-electrona and the proline ring, consistent with a c-H-n 

interaction as the key stabilizing force. The aromatic- prolyl interaction is 
electronically tunable by 0.9 kcal/mol and is enthalpic in nature. In 
addition, by combining aromatic ring electronics and stereoelectronic effects 
using 4 - f luoroprol inea , we demonstrate broad tuning (2.0 kcal/mol) of 
cis-trans isomerism in tet rapeptides . He demonstrate a simple 
tetrapeptide, TWflpN, that exhibits 60% cis amide bond and adopts a type 
Vial p-turn conformation. 

IT 880877-55-4 

RL: BSU (Biological study, unclassified); PRP (Properties), BIOL 
(Biological study) 

(electronic control of amide cis-trans isomerism via aromatic-prolyl 
interaction in peptides) 
RN 880817- SS-4 CAPLUS 

CN L-Asparagine, L-threonyl -4 -nitro-L-phenylalanyl - <4R> - 4 - hydroxy-L- prolyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2006:94611 CAPLUS 
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Electronic Control of Amide cis-trans Isomerism via 
the Aromatic- Prolyl Interaction 

Thomas, (Crista M. ; Naduthambi, Devan; Zondlo, Neal J. 
Department of Chemistry and Biochemistry . university 
Of Delaware, Newark, DE, 19716, USA 
Journal of the American Chemical society (2006) , 

128(7), 2216-2217 

CODEN: JACSAT; ISSN : 0002-7863 

American Chemical Society 
Journal 
Engl ish 

CASREACT 144:326561 

AS The cis-trans isomerization of prolyl amide bonds results in large 

structural and functional changes in proteins and is a rate-determining step in 
protein folding. He describe a novel electronic strategy to control 
cis-trans isomerization, based on the demonstration that interactions 
between aromatic residues and proline are tunable by aromatic electronics. A 
aeries of peptides of sequence TXPN, X * Trp. pyridylalanine . 
pentaf luorophenylalanine. or 4 - Z- pheny 1 a lanine derivs. IZ » 
electron-donating, electron-withdrawing, or electron-neutral 
substituentsl . was synthesized and Ktrans/cis analyzed by NMR . 
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20O6:B7934 CAPLUS 
144 : 312324 

New Gly-Pro-Glu (GPE> analogs: Expedite solid-phase 
synthesis and biological activity 
Alonso De Diego. Sergio A..- Gutierrez-Rodriguez, 
Marta, Perez de Vega, M. Jesus,- casabona, Diego; 
Cativiela, Carlos; Gonzalez-Muniz . Roaario; Herranz, 
Rosario; cenarruzabeitia, Edurne; Frechilia, Diana; 
Del Rio. Joaquin; Luisa Jineno. M. ; Teresa 
Garcia - Lopez , M. 

Instituto de Quimica Medica Juan de la cierva. Madrid. 
Spain 

Bioorganic b Medicinal chemistry Letd 
16(5), 1392-1396 



(2006) . 



PUBLISHER: 
DOCUMENT TYPE : 
LANGUAGE : 
OTHER SOURCE (3 ) : 
Afi 



CODEN : BMCLE8; ISSN: 0960- 894 X 

Elsevier 8.V. 

Journal 

English 

CASREACT 144:3 12324 



A suitable solid-phase approach, based on Fmoc/tBu methodol . and on the 
use of 2-chlorotrityl resin, allowed a rapid and efficient preparation of new 
GPB analogs. Most of the synthesized tripeptides displayed glutamate 
receptor binding affinity comparable to that of GPE. but only a few 
derivs. showed significant neuroprotective activity. 
IT 32302-79-7P 879485-4S-7P 

RL»: BSU (Biological study, unclassified); SPN (Synthetic preparation),- 
BIOL (Biological study); PREP (Preparation) 

(solid phase peptide synthesis, glutamate receptor binding and 
neuroprotective structure-activity relationship of GPE analogs) 
RN 32302-79-7 CAPLUS 

CN L-Glutamic acid, glycyl • (4R) -4 -hydroxy- L-prolyl - (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-). 
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L-Glutamic acid, glycyl - (4S> -4 -atnino-L-prolyl - 



Absolute stereochemistry. 
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2006:82591 CAPLUS 
144:120889 

comparison of systemic exposure to nemifitide 
following two methods of subcutaneous administration 
to healthy volunteers 

Nicolau, G . ,• Feighner, J. P.; Stout, R . ; Hlavka. J., 
Gutierrez, M. ; ciric, s.,- Freed, J. 
Innapharma Inc, Park Ridge, nj, USA 
Biopharmaceutics fc Drug Disposition (200s) , 26(9), 

379-385 

CODEN: BDDIDfl; ISSN: 0142-2782 
John Wiley & sons Ltd. 
Journal 
English 



AB * The purpose of this study was to evaluate the safety and pharmacokinetics 
of nemifitide, a synthetic antidepressant pentapeptide, following its-g.c. 
administration by standard needle injection or by a needle- free (Bioject) 
injection and to compare these two routes of administration for systemic 
exposure. This small-scale, randomized, single-doae, parallel design, 
open- label pilot study consisted of three treatment groups of four 
subjects each dosed as follows: group 1: 40 mg of nemifitide administered 
by standard needle/syringe and groups 2 and 3: 40 and B0 mg nemifitide. resp., 
administered by using a needle- free (Bioject) injection delivery system. 
Plasma concns. of nemifitide were determined by LC/MS/MS in blood samples 
collected at 10 min and o.S, l, 2, 4, 6 and 24 h after dosing. PK 
parameters, including observed Cmax, Tmax and AUC0-24, were calculated and 
statistical anal, of the data was conducted. Safety assessments (dosing 
site evaluations) were done at 0.5. 1, 5 and 24 h after dosing. vital 
signs and clin. laboratory tests were taken on day 1 prior to dosing and at 24 

h 

postdose. Adverse experiences in all subjects were observed only as 
drug- related local reactions at the injection sites. All were considered 
* mild in severity and transient (resolved by 24 h after dosing) . Tmax was 
observed at 10 min after dose and was the same in all subjects. In the three 
dosing groups, l (40 mg) , 2 (40 mg) and 3 (80 mg), observed Cmax values were 
226, 245 and 440 ng/mL, resp., and auco-24 values were loa, 106 and 205 ng 
• h/mL, resp. Ratios of auco-24 and observed Cmax for nemifitide in 
plasma between groups 1 and 2 were within the 801-125% range, indicating 
that the two modes of drug administration resulted in similar systemic 
exposure to nemifitide. Pharmacokinetic parameters (auco-24 and Cmax) 
indicate dose-proportionality between the doses of 40 and 80 mg. 

IT 173240-15-8, Nemifitide 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity),- THU (Therapeutic use); BIOL (Biological study) j USES (Uses) 

(comparison of systemic exposure to nemifitide following two methods of 
sc. administration to heAlthy volunteers) 

RN 173240-15-8 CAPLUS 

cn L-Tryptophanamide, 4 - f luoro-L-phenylalanyl- <4R> -4 -hydroxy-L-prolyl-L- 
arginylglycyl - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Peptide library-based <«4JU integrin ligands 

for imaging and therapy 

Lam. Kit S.,- Liu, Ruiwu,- Peng, Li 

The Regents of the University of California, USA 

U.S. Pat. Appl . Publ . . 92 pp. 
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Patent 
Engl ish 
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NZ, OM, PG, PH, PL, 



DZ, EC, EE, EG, 

IS, JP. KE, KG, 

MD, MG, MK, MN. 

PT, RO, RU, SC. 



SL, SM. SY. TJ, 



ZM. ZW 

RW: AT. BE, BG, 

IS, IT, LT, 

CG, CI. CM, 

KB, LS, MW. 

KZ, MD, RU, 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GI 



TN. TR. TT, TZ, UA, UG , 

CH, CY, CZ. DE, DK, EE, ES, FI , 

LU, MC, NL, PL, PT, RO, SE, SI, 

GA , ON, GO, GW. ML, MR, NE, SN, TD, TO, 

MZ, NA, SD. SL, SZ, TZ, UG, ZM, ZW, AM, 
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US 2004-575586P 

CASREACT 144:150651; MAR PAT 144:150651 



BY, BZ, CA, 

ES, FI, GB. 

KM, KP, KR, 

MW, MX, MZ, 

SD, SE, SG. 

UZ, VC, VN, 



YU, 



FR, GB, GR, HU, IE, 

SK, TR. BF. BJ, CF, 

TD, TO, BW, GH, GM, 

ZW,' AM, A7, BY, KG, 



20040527 



synthesis of combinatorial peptidomimetics libraries and of ligand I and 
its conjugates with biotin and DOTA. An in vitro binding assay shows 
specific targeting of ligand I to the t»4hl integrin receptor. 

IT 874148-59-1P 

RL: dgn (Diagnostic use); PAC (Pharmacological activity) / SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PRBP 
(Preparation) ; uses (Uses) 

(peptide 1 ibrary- based <upl integrin ligands for imaging and 
therapy) 
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CN L-Norvalinamide, N- | (4 - ( [ 1 i 2 -methyl phenyl ) amino) ca r bony 1 ] amino) phenyl) acet 
yl ) - L-norleucyl -5-carboxy-L-norvalyl - (2S) - 2 - cyclohexyl glycyl - (4R) -4- 
hydioxy- L-prolyl- 5 -carboxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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The invention provides <i4pl integrin ligands 

O-R1C6H4NHC0NH -p-C6H4CHR2CO- X (Rl is H, alkyl. alkoxy, haloalkyl or halo, 
R2 is H, alkyl or cycloalkyl group; X is a peptide having n independently 
selected amino acids, at least one of which is an unnatural amino acid or 
a D-amino acid.- n is 3-20) that display high binding affinity, 
specificity, and stability. Methods are provided for administering the 
ligands for treating cancer, inflammatory and autoimmune diseases and for 
imaging a tumor, organ, or tissue in a subject. Examples describe the 
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Triple helical structure and stabilization of 

col lagen- 1 ike molecules with 4 (R) -hydroxyprollne in 

the Xaa position 

Radmer, Randall J,; Klein, Teri B. 

Department of Genetics, School of Medicine, Stanford 
University, Stanford, CA, 94305. USA 
Biophysical Journal (2006). 90(2). 578-588 
CODEN: BIOJAU; ISSN: 0006-3495 
Biophysical Society 



DOCUMENT TYPE ! Journal 
LANGUAGE : English 

A8 In this study, we examine the relationships between the structure and 
Stability of five related col lagen- 1 ike mols. that have hydroxyproline 
residues occupying positions not observed in vertebrate collagen. Two of the 
mols. contain valine or threonine and form stable triple helixes in water. 
Three of the mols. contain alio- threonine (an enantiomer of threonine), 
serine, or alanine, and are not stable. Using mol. dynamics simulation 
methods, we examine possible explanations for the stability difference, 
including considering the possibility that differences in solvent 
shielding of the essential interchain hydrogen bonds may result in 
differences in stability. By comparing the structures of threonine- and 
al lo-threonine- containing mols. in six polar and nonpolar solvation 
conditions, we find that solvent shielding is not an adequate explanation 
for the stability difference. A closer examination of the peptides shows Lhat 
the structures of the unstable mols. are looser, having weaker intermol . 
hydrogen bonds. The weakened hydrogen bonds result from extended Yaa 
residue f-angles that prevent optimal geometry. The 1>-T-map9 
of the relevant residues suggest that each residue's most favorable 
I'-angle dets. the corresponding col lagen- like mol.'s stability. 
Addnl . , we propose that these mols. illustrate a more general feature of 
triple-helical structures: interchain hydrogen bonds are always longer and 
weaker than ideal, so they are sensitive to relatively small changes in 
mol. structure. This sensitivity to 9mall changes may explain why large 
stability differences often result from seemingly small changes in residue 
sequence. 

IT 878197-37-6 878197-38-7 878197-39-8 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(triplex; triple helical structure and stabilization of collagen-like 
mols. with 4 <R) -hydroxyprol ire in Xaa position) 
RN ' 878197-37-6 CAPLUS 

CN L-Valinaraide. N-acetylglycyl- <4R) -4 -hydroxy-L-prolyl - L-va lylgl ycyl - (4R> -4- 
hydroxy- L-prolyl -L-valy Iglycyl - <4R> -4-hydroxy-L-prolyl-L-valylglycyl- <4R) -' 
4 - hydroxy -L-prolyl-L-valy Iglycyl - <4R> -4 -hydroxy-L-prolyl -L-valy Iglycyl - 
(4R) -4 -hydroxy-L-prolyl -L- valy lg lycyl - (4R) -4 -hydroxy-L-prolyl -L- 
valylglycyl- <4R) -4 -hydroxy- L-prolyl - L- va lylgl ycyl - (4R) -4-hydroxy-L-prolyl - 
L-valylglycyl- <4R> -4 -hydroxy-L-prolyl -N-methyl - <9CI) (CA INDEX NAME) 
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PAGE 1-A 

HO 




PAGE 1-B 

HO 




PAGE l-O 

OH 




OH 



RN 878197-38-7 CAPLUS 

CN L-Threoninamide , N-acetylglycyl - (4R) -4 - hydroxy-L-prolyl - L- threony Iglycyl - 
(4R) -4 -hydroxy- L-prolyl - L- threony lgl ycyl - (4R) -4 - hydroxy- L- prolyl -L- 
threonylglycyl - (4R) - 4 - hydroxy- L- prolyl - L- threonylglycyl - <4R) - 4 - hydroxy - L- 
prolyl-L-threonylglycyl- (4R) -4 - hydroxy-L- prolyl - L- threonylglycyl - (4R> -«- 
hydroxy-L-prolyl - L- threonylglycyl - <4R) -4 -hydroxy- L-prolyl -L- threonylglycyl - 
(4R) -4-hydroxy-L-prolyl-L-threonylglycyl- (4R) -4 -hydroxy-L-prolyl -N-methyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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hydroxy- L-prolyl -L-al lothreonylglycyl- (4R) - 4 - hydroxy- L-prolyl -L- 
allothreonylglycyl - (4R) - 4 - hydroxy- L-prolyl - L-al lothreonylglycyl - (4R) -4- 
hydroxy- L-prolyl - L-al lothreonylglycyl -MR) -4 -hydroxy-L-prolyl -N-methyl - 
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transfer radical polymerization compositions 
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as an adhesive, in 



a substantially aqueous environment where the preferred conpns. generally 
comprise an adhesive moiety and a polymer moiety, the polymer moiety 
having a desired surface active effect (or other desired characteristics). 
A surface- initiated atom transfer radical polymerization (ATRP) method for 
surface modification is disclosed which comprises: (a) providing a surface 
to be modified, (b) applying a polymerization initiator to the surface, the 
polymerization initiator being substantially immobile after application, the 
initiator comprising a catechol ic- terminated alkyl halide. e.g.. 
2-bromo-N- 12- ( 3 , 4 -dihydroxyphenyl > ethyl ) propionamide; (c) reacting a 
monomer with the polymerization initiator to produce a surface-bound polymer by 
the monomer comprising alkylene oxide. Surfaces to be modified include 
metals, medical device, cardiovascular stent, etc. Methods of use. 
including atom surf ace- ini t iated transfer, radical polymerization are also 
included . 

130014 -4 3 -6DP , reaction products with activated polyoxyalkylenes 
RL: IMP (Industrial manufacture); PRP (Properties); TEM (Technical or 
engineered material use); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation), USES (Uses) 

(surface modification using surface- initiated atom transfer radical 



polymerization compna . and applications in antifouling coating and metal 
nanoparticle stabilization suspension) 
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prolyl-L-threonyl-3-hydroxy-L-tyroayl- (9CI) (CA index name) 
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Kernel energy method illustrated with peptides. 
(Erratum to document cited in CA144 : 2543 52 1 
Huang, Lulu. Massa. Lou; Karle, Jerome 
Laboratory for the Structure of Matter. Naval Research 
Laboratory, Washington, DC, 20375-5341, USA 
International Journal of Quantum Chemistry (2005), 
Volume Date 2006, 106(3), 772 
CODEN: I JQCB2 , ISSN: 0020-7608 
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ab A grant number from the National Institutes of Health was incorrectly written 
as RR-0307. The correct grant number should be RR- 03037, The final sentence 
in the Acknowledgments section of this article should thus read. "L.m. 
thanks NIH for grants (NIOMS MBRS SCORES S06GM606654, and RR- 03037 from 
the National Center for Research Resources) and NSF tor CREST grant 
support . ' . 
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(kernel energy method tor determining total energy of peptides (Erratum)) 
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CN L-Prolinamide, N-acetyl -L- leucyl -L- isoleucyl -L-glutaminyl -D- i sova 1 yl - L- 

isoleucyl-L-threonyl-2-methylalany] -L- leucyl - 2 -methylal any 1 - (4R) -4-hydroxy- 
L-prolyl-L-glutaminyl-2-methylalanyl - (4R) -4 - hydroxy- L-prolyl - 2 - 
methylalanyl-N- [<1S)-1- (hydroxymethyl) -2-phenylethyl)- (9CI) (CA INDEX 
NAME) 
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Definition and Characterization of the Short 
<iA- Conotoxins : A Single Residue Determines 
Dissociation Kinetics from the Petal Muscle Nicotinic 
Acetylcholine Receptor 

Teichert, Russell W. ; Lopez-Vera, Estuardo; Gulyas, 
Jozsef; watkins, Maren; Rivier, Jean,- Olivers. 
Baldotnero M, 

Departments of Biology and Pathology. Salt Lake City. 
Salt Lake City. UT. 84 112. USA 
Biochemistry <20O6>, 4 5(4), 1304-1312 

CODEN ; B I CHAW; ISSN: 0006-2960 

American chemical society 
Journal 
Engl ish 

we report the definition and characterization of a conotoxin subfamily, 

designated the short nA- conotoxins (uAS) and demonstrate that 

all of these share the unique property of selectively antagonizing the 

fetal subtype of the mammalian neuromuscular nicotinic acetylcholine 

receptor (nAChR). We have characterized newly identified 

<>AS- conotoxins from Conus pergrandis and have conducted a more 

detailed characterization of <iA- conotoxins previously reported from 

addnl. Conus species. Among the results, the characterization of the 

short «iA- conotoxins revealed diverse kinetics of a block of the 

fetal muscle nAChR, particularly in dissociation rates. The 

structure- function relationships of native oAS- conotoxins and some 

analogs revealed a single amino acid locus (alternatively either His or 

Pro in native peptides) that is a critical determinant of the dissociation 

kinetics. The unprecedented binding selectivity for the fetal muscle 

nAChR, coupled with the kinetic diversity, should make 

<iAS- conotoxins useful ligands for a diverse set of studies. The 

rapidly reversible peptides may be most suitable for elect rophya iol . 

studies, while the relatively irreversible peptides should be most useful 

tor binding and localization studies. 

162381-42-2 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(short nA-conotoxin single residue dets. dissociation kinetics from 
fetal muscle nicotinic acetylcholine receptor) 
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Qlycinamide, L- cysce i ny 1 - L- cysteiny Iglycyl -L-valyl- (4R) -4 - hydroxy- L-prolyl - 
L-asparaginyl-L-alanyl-L-alanyl -L-cysteinyl -L-prolyl - (4R) -4 - hydroxy- L- 
prolyl -L-cysteinyl -L-valyl -L-cysteinyl • L-aspa rag j nyl - L- lysyl - L- threonyl - L- 
cysteinyl- (SCI) (CA index name) 
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BIOL (Biological study); PREP (Preparation) 

(short uA-conotoxin single residue dets. dissociation kinetics from 
fetal muscle nicotinic acetylcholine receptor) 
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CN L-Cysteine. L-cysteinyl - L-cysteinylglycyl -L-valyl - (4R) -4 -hydroxy- L-prolyl - 
L-asparaginyl - L-alanyl - L-a la nyl - L- cysteiny 1 - L- hist idyl - <4R) -4 -hydroxy- L- 
prolyl - L-cysteinyl -L-valyl -L-cysteinyl - L-threony Iglycyl -L- lysyl - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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prolyl -L-asparaginyl -L-alanyl -L-alanyl -L-cyateinyl -L- hi at idyl - <4R) -4- 
hydroxy- L- prolyl -L-cysteinyl -L-valyl -L-cysteinyl -L- threonylglycyl -L- lysyl - 

<9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The compns . generally comprise an adhesive moiety and a polymer moiety 

where the polymer moiety having a desired surface active effect (or other 
desired characteristics). In one aspect, the adhesive moiety of title 
compns. contains di hydroxyphenyl derivs. (e.g.. DOPA) and the polymer 
moiety of title compns. contains polyalkylene oxides. In a preferred 
practice the compns. contain dihydroxyphenyl derivs. having a pendent 
chain comprising ethylenic or vinyl ic unsatn. such as alxyl acrylate. The 
compns. can be used as coatings to prevent protein and cellular adhesion 
to devices for medical and research applications. 

IT 130014 -43 -6DP , reaction products with activated polyalkylene oxide 

RL; IMF (Industrial manufacture); PRP (Properties); TEM (Technical or 
engineered material use); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(manufacture of polymeric adhesive cocnpns. containing dihydroxyphenyl 

moieties 

for use in prevention of protein or cellular adhesion and biofouling) 
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CN L- Lysine, L-alanyl -L- lysyl - L- prolyl - L-aeryl -L-tyrosyl - (4R> -4 -hydroxy-L- 
prolyl-L-threonyl-3-hydroxy-L-tyroayl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE (S): MAR PAT 144:52737 

AB Adhesive polymeric compns. comprise dihydroxyphenyl moieties or derivs. 

(DHPD) . e.g., methylenebia (dihydroxyphenyl > and OOPA. and polymer moieties 
having a desired surface active effect, e.g., polyoxyal Xylenes for 
controlling the adhesive bonding. To form a polymeric composition, a DHPD 
moiety is coupled to a polymer moiety. These adhesives and polymeric 
compns. have many uses, including prevention of protein and/or cell 
adhesion to a surface in various medical, industrial and consumer 
applications. The DHPD adhesives can also be used as substitutes for 
suture9 for a wound and as aids in healing bone fractures or 
cartilage-to-bone damage. 

it 130014-43-6DP , reaction products with activated polyoxyalfcylenes 

RL .■ IMF (Industrial manufacture); PRP (Properties); TEM (Technical or 
engineered material use); THU (Therapeutic use); BIOL (Biological study); 
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(manufacture of adhesive polymeric compns. for use in substantially aqueous 
envi ronment ) 
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prolyl-L-threonyl- 3 -hydroxy- L-tyrosyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Exploration of acyl sulfonamides as carboxylic acid 
replacements in protease Inhibitors of the hepatitis c 
virus full-length NS3 , 
Roenn, Robert; Sabnis. Yogesh A.; Oossas, Thomas; 
Aakerblom, Eva; Danielson, U. Helena; Hallberg, 
Anders; Johansson, Anja 

Department of Medicinal Chemistry. BMC, Uppsala 
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544-559 
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OTHER SOURCE (S) : CAS REACT 144:192482 

AB The hepatitis C virus (HCV) NS3 protease has emerged as a promising 
anti-HCV drug target. We present an investigation of NS3 inhibitors 
comprising the acyl sulfonamide functionality. A series of tetra- and 
tripeptide based acyl sulfonamide inhibitors, e.g, H02CCH2CH2CO-chg- Ile- 
Cha-Nva-NHS02Pr-i (Chg « cyclohexylglycine residue. Cha - 
cyclohexylalanine residue), and their structure-activity relationships 
from both enzymic and cell -based in vitro assays are presented. In 
summary, the acidity of the acyl sulfonamide functionality, the character 
of the PI side chain, and the acyl sulfonamide substituent were found to 
be important for the inhibitory potencies. 
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87510S-59-2P 87S105-60-5P 875105-61-6P 
875105-62-7P 875105-63-8P 875105-64-9P 

RL: PAC (Pharmacological activity),- SPN (Synthetic preparation); BIOL 

(Biological study); PREP (Preparation) 

(preparation of peptide-based acyl sulfonamides as carboxylic acid 
replacements in protease inhibitors of hepatitis C virus full-length 
NS3 ) 

RN 875105-56-9 CAPLUS 

CN L-Norvaline, N- I (1, 1-dimethylethoxy) carbonyl] -L-valyl- (4R) -4- I ( 7 -methoxy - 2 - 
phenyl -4 -quinol inyl )oxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




i-Pr 0 



RN 87S10S-S7-0 CAPLUS 

CN L-Norvalinamide, N- ( (1 , 1-dimethylethoxy) carbonyl ) -L-valyl- <4R) -4 - [ (7- 

methoxy-2-phenyl-4-quinolinyl)oxy) -L-prolyl-N- (methylsul f onyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 2 - A 



RN 87510S-68-1 CAPLUS 

CN L-Norvalinamide, N- { (1, 1 -dimethyl ethoxy) carbonyl ) -L-valyl- (4R) -4- I (7- 

methoxy- 2 -phenyl -4-quinol iny 1 ) oxy J - L-prolyl - N- I ( 1 -methylethyl ) sul fonyll - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAOE 1-A 

MeO -~ Ph 

X XT 




PAGE 2 -A 



RN 875105-59-2 CAPLUS 



CN L-Norvalinamide. N- [ (1 , 1 -dimethylethoxy) carbonyl) -L-valyl- (4R1-4- [{7- 

methoxy- 2 -phenyl -4 -quinol inyl) oxy) -L-prolyl-N- (phenylsul fonyl ) - <9Ci> (ca 
INDEX NAME) 



PAGE 2-A 



Absolute stereochemistry. 



N x s Pr-n 



A, A. 



RN B7510S-60-5 CAPLUS 

CN L-Norval inamide. N- 1(1, 1 -dimethylethoxy) carbonyl) - L- valyl - MR) - 4 - i O- 
methoxy- 2 -phenyl -4 -quinol inyl ) oxy) - L-prolyl-N- ( (phenylmet hy 1 ) sul fonyl ) - 
(9CI) ICA INDEX NAME) 

Absolute stereochemistry. 



^\R 

V. ?/ H 



0 0--N-' S ^ P 



i-Pr 



RN 87B10S-61-6 CAPLUS 

CN L-Norvalinamide, N- 1(1. 1 -dimethylethoxy! carbonyl) -L-valyl- <4R>-4- (<7- 

methoxy- 2 -phenyl -4 -quinol inyl) oxy) -L-prolyl-N- [ (2 - phenylethyl ) sul f onyl 1 - 

(9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 87&105-62-7 CAPLUS 

CN L-Norval inamide, N- [II. 1 -dimethylethoxy) carbonyl ) -L-valyl- (4R> -4- I (7- 
methoxy~2-phenyl -4 -quinol inyl) oxy) -L-prolyl-N- (phenylmethyl > - (9CI > 
INDEX NAME) 

Absolute stereochemistry. 



-co- 



. % s .Pr-n 

11 1' 

O" ' N Ph 



1. 



RN 875105-63 -8 CAPLUS 

CN L-Prol inamide, N- Ml , l -dimethylethoxy) carbonyl] -L-valyl-4- [ (7-methoxy-2- 

phenyl-4 -quinol i nyl ) oxy I -N- ( (IS) - 1 - I (phenyl sul fonyl ) acetyl I butyl ) - . <4R) - 
(9CI) (CA INDEX NAME) 




0 

i-Pr 



Y 



875105-64-9 CAPLUS 

L-Norval inamide, N- 1(1. 1 -dimethylethoxy > ca rbonyl ] -L-valyl- (4R) -4- 1 (7- 
methoxy- 2 -phenyl -4 -qui nol i ny )) oxy I -L- prolyl -N-methyl-N- (phenyl su 1 fonyl ) 
(9CI) (CA INDEX NAME) " 



Absolute stereochemistry. 



MeO „ ,.N. Ph 



V / 



iff 



I 



i-Pr 



IT 87S105-55-8P 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation!/ RACT 

(Reactant or reagent) 

(preparation oi pept ide - based acyl sulfonamides as carboxylic acid 
replacements in protease inhibitors of hepatitis C virus full-length 
NS3) 

RN 87S105-55-8 CAPLUS 

CN L-Norvaline. N- 1 <l, 1 - dimethylethoxy) carbonyl 1 -L-valyl- <4R> -4- t (7-methoxy-2- 
phenyl -4-quinoHnyl)oxy) -L-prolyl-. methyl ester (9CI) (CA index NAME) 

Absolute stereochemistry. 
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AB A series of novel bicyclic proline P2 scaffold based tetrapeptide 

inhibitors were designed and prepared Given their relatively small size, 
these compds . exhibited exceptional binding affinities and good cellular 
potencies for hcv protease. One of the best analogs, tricyclic based P2 
scaffold I, had an affinity for HCV with a Ki of 37 nM and cell activity 

ICS0 of 200 nM. 
IT 777087-39-5P 777087-42-0P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(uses) 

(preparation of P2 proline variant peptides as inhibitors of hepatitis C 
virus NS3 4A protease) 

RN 777087-39-5 CAPLUS 

CN L-Prol inamide. ( 2S) - 2 -cyclohexyl - N- (pyrazinylcarbonyl ) glycyl - 3 -methyl -L- 
valyl -N- [ ( IS) - 1 - I (cyclopropylamino)oxoacetyll butyl 1 -4 -ethyl -3 -methyl - , 
(3S.4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



A. 



K ,o Za 

" f O n-Pr HN 

,1 i. L x, 



U H 



RN 777087-42-0 CAPLUS 

CN L-Prolinamide, (23) -2-cyclohexyl-N- (pyrazinylcarbonyl ) glycyl - 3 -methyl • L- 
valyl-N- [ (IS) - 1 - ( (cyclopropylamino)oxoacetyljbutyl] -3 -ethyl -4 -methyl - , 
(3S.4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



7 

' s' 



N S >' O n-Pr HN' 

: I! / L 



A 
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OTHER SOURCE (S) : 

AB Tyr-X-Tyr (X-any amino acid) motifs that define sites for 

peroxidase-catalyzed cross 1 inking of extensins are identified by the use 
of synthetic genes encoding variants of the protein. A series of genes 
for variants of extensins were tested for their ability to produce a good 
substrate for the peroxidase and suitable genes were expressed in a 
tobacco cell line hosts. The proteins were glycoBidated in the host cell 
and showed expected patterns of glycosidation . Amino acid acid anal, of 
hydrolyzates of the crosslinked extensins identified di isodityros ine as 
the possible crosslinking moiety. 

IT 110144-02-0 

RL: PRP (Properties) 

(unclaimed sequence; synthetic gene systems for the identification of 
sequence requirements for crosslinking of extensins) 

RN 110144-02-0 CAPLUS 

CN L- Lysine. N2- IN- IN- (trans -4 -hydroxy- 1 - (N- (t rans -4 - hydroxy- 1- I trans -4 - 
hydroxy- 1- [trans-4 -hydroxy- 1 - ( t rans -4 - hydroxy- 1 - L-seryl - L- prolyl > - L- 
prolyl) -L-prolylJ -L-prolyU -L-threonyl] -L-prolyl] -L-valyl] -L-tyrosyll - 
(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




10 / 



N / 



O ,NH 
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OAG mimetic libraries: Sulphated peptide as 
heparin- like glycosaminoglycan mimics in their 
interaction with FGF-1 

Vazquez-Campos, Socorro; St. Hilaire, Phaedria M.; 
Damgaard, Dorthe; Meldal, Morten 

Carlsberg Laboratory, Department of Chemistry, BPOCC 
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sulfate <HS) are heterogeneous, linear, polysulfated 
hat are important in the regulation of a wide variety of 
ses including blood coagulation, in cell differentiation, 
invasion, migration and development, and in tumor- related 



cellular events such as growth regulation and metastasis. In general, 
heparin/HS interacts with proteins mainly through ionic interactions 
between its neg . charged groups and pos . charged groups on the proteins. 
From a mechanistic or therapeutic standpoint, it is attractive to design 
less complex charged mols., other than oligosaccharides, as mimics of 
heparin. To improve the accessibility of heparin mimics, it was assumed. 



provided that the correct charge topog. could be achieved, that sulfated 
peptides might also act as mimics. Therefore, sulfated peptide 
combinatorial libraries were generated on solid support to identify novel 
pclyanionic structures that mimic the role of heparin/HS in its binding to 
fibroblast growth factors (FGFs) . Libraries were synthesized by direct 
sulfation of the peptide on solid phase or by using o-sulfonated building 
blocks during peptide synthesis. Quant, solid-phase O-sulfonation of 
hydroxy amino acid residues in a peptide chain was effected by sulfur 
trioxide pyridine (S03-Pyr) complex in anhydrous pyridine at 65 for 4 h. 
O-Sulfonated building blocks were successfully synthesized in solution and. 
after Stabilization of the sulfate group by complexion with tetra-Bu 
ammonium ions, were employed in the synthesis of sulfated peptide 
libraries, similar to those generated by direct o-sulfonation on solid 
supports. The libraries were incubated with fluorescent- labeled FGF- 1 . 
and anal, and sequence determination of active compds . was carried out. using 

Edman 

degradation selected sulfated peptides from the screening were resynthesi zed 
and their affinity for FGF- 1 (acidic FGF) was studied in solution competition 
assays using surface plasmon resonance. These studies. 

IT 875126-35-SP B7S126-36-6P B75126-39-9P 
875126-40-2P 

RL: BSU (Biological study, unclassified), SPN (Synthetic preparation); 
BIOL (Biological study) ; PREP (Preparation) 

IGAO mimetic libraries in relation to sulfated peptide aa heparin- 1 i lie 
glycosami nog 1 yean mimics in their interaction with fibroblast growth 
factor (FOF-1)) 
RN 875126-35-5 CAPLUS 

CN L-Lysinamide, N-acetyl -O-sul fo-L-threonyl -O-sulfo-L-seryl- (4R> -4- 

(sulfooxy) -L- prolyl -0-sulfo-L- threonyl - L- threonyl -O-sulfo-L-seryl -L- leucyl - 
L-threonyl-o-sul fo-L-threonyl -O-sulfo-L-seryl- <9cr> (ca index name) 

Absolute stereochemistry. 



OSO3H 
»CNH . ^ 

I. 



VT Btt " « 



3 (CH 2 >4^ 



0 NH 2 
RN 875126-36-6 CAPLUS 

CN L-Lysinamide, N- acetyl - 0- sul fo- L- threonyl -L- leucyl - L- a -aspartyl - (4R) - 

4- (sulfooxy) -L- prolyl -o-sul fo- L- threonyl -L-seryl -L- leucyl-O-sul fo-L-aeryl- 
O-sul fo-L-threonyl -o-sul fo-L-seryl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry., 



; ■ b j 

S j< NH 

OSO3H 0 i-Bu I 

1 3 



0 ^"vsX^-,/ 

» II 

'"•^• V »^- w -i^oso J » 



J 1 HOjSO^ Me 



o °^ m2 



D M 



OSO3H 



RN 875126-39-9 CAPLUS 

CN L-Lysinamide, N-acetyl -L- a- glutamyl -O-sul f o-L- threonyl -L- leucyl -li- 
ft- aspartyl - L- <»- aspartyl -O-sulf o- L-seryl -o-sul fo- L-seryl -O- 
sulfo-L-seryl- (4R) -4- (sulfooxy) -L-prolyl -o-sul fo-L-threonyl - (9C1 ) 
INDEX NAME) 

Absolute stereochemistry. 
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H J R 

\Q> Me 



H03SO 

H0 2 C^ s 



OSO3H 0 



.JL 



RN 875126-40-2 CAPLUS 

CN L-Lysinamide, N-acetyl -O- sul fo- L- threonyl - L-phenylalanyl - L- a- 

aspartyl- (4R) -4- (sulfooxy) - L-prolyl -O-sul fo-L-threonyl - L- a-glutamyl- 
o-aulfo- L-seryl -O-sulfo-L-seryl -O-sul fo- L-seryl -O-sul fo-L-threonyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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MARPAT 143:432676 

The invention relates to new pharmaceutical cotnpns . for the treatment of 
sexual disorders and methods for the preparation thereof. In a preferred 
embodiment, the instant invention is directed to pharmaceutical 
combinations comprising flibanserin as one active ingredient in 
combination with at least one addni active ingredient for the treatment 
of sexual disorders and methods for the preparation thereof. 
204992-09-6. Netamiftide 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study), USES (Uses) 

(new pharmaceutical compns. for treatment of sexual disorders) 

204992-09-6 CAPLUS 

L-Tryptophanamide, 4-fluoro-L- phenylalanyl - (4R) -4 - hydroxy- L- prolyl -L- 
arginylglycyl-, bis (tr i f luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry. Rotation (-). 
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fragment of emerimicin III has been synthesized by the 



repetitive method in solution, involving triazine "superactive esters". The 
synthetic protocol, equivalent to the classic REMA procedure, has been applied 
in the step by step approach, and in the fragment coupling affording all 
the peptide bonds. By monitoring the progress of the synthesis by FAB-MS, 
1H-NMR and HPLC, the structure and high purity of the final products have 
been confirmed. 

52931-42-7DP , Emerimicin III, N-terminal hexapeptide fragment 

RL: SPN (Synthetic preparation), PREP (Preparation) 

(Synthesis of N-terminal hexapeptide fragment of emerimicin III by 
repetitive method in solution involving triazine "superactive esters") 

52931-42-7 CAPLUS 

Emerimicin III (9CI) (CA INDEX NAME) 



Title compds. [I; A ■ (Ph-. cycloalkyl - interrupted) alkylene. alkenylene, 

alkynylene; B - NHC(:X)NHD. C(:X)NHD. C(:X)SD. etc.; D - alkyl, alkenyl , 

alkynyl. cycloalkyl, aryl. acyl . heterocyclyl , etc.- X - 0, S, imino. 

(substituted) CH21 , with specific exceptions, were prepared Thus. 

3 , 4 -methylenedioxyphenyl isothiocyanate and 3 - ( 1H- imidazol - 1 - 

yl ) propylamine were refluxed together for 2 h in EtOH to give 51.3% 

1- 13 - (lH-imida2ol- 1 -yl ) propyl 1 - 3 - (3 , 4 -dimethoxyphenyl ) thiourea . The 

latter showed an IC50 - 0.22 uM for inhibition of glutaminyl cyclase. 

Peptide inhibitors of dipeptidyl peptidase IV were also prepared 

482349-28-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study) .- PREP (Preparation); USES 
(Uses) 

(dipeptidyl peptidase IV inhibitor,- preparation of imidazoles as inhibitors 
of glutaminyl cyclase) 
482349-28-0 CAPLUS 

L-Isoleucine, L- i soleucy 1 - i 4 R ) - 4 - hydroxy- L-prolyl- <9CI) (CA INDEX NAMli > 



H2N- C - CH2-CH 2 EC O 
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:heir research on the design of Src homol . 



(SH2) directed 

peptidomimetic inhibitors of Stat3, the authors, here, describe 
Structure-activity relationship studies that provide information on the 
nature of pept ide-protein interactions of a high-affinity phosphopeptide, 
Ac-Tyr (P03H2) -Leu-Pro-Gln-Thr-val-NH2 (peptide 1), inhibitor of Stat3 
dimerization and DNA binding. There is a hydrophobic surface on the SH2 



domain that can accommodate lipophilic groups on the N- terminus. Of the 
amino acids tested, leucine provided the highest affinity at pY*l and its 
" main chain NH is involved with a hydrogen bond with Stat3, presumably 
Ser63 6. C is - 3 , 4 -Met hanoprol ine is optimal as a backbone constraint at 
pY*2. The side chain amide protons of Oln are required for high-affinity 
interactions. The C-terminal dipeptide, Thr-Val, can be replaced with 
groups ranging in size from Me to benzyl. The authors synthesized a 
phosphopeptide incorporating groups that provided increases In affinity at 
each position. Thus, Ph(CH2) 2CO-Tyr <P03H2> -Leu-cis-3,4-methanoPro-01n- 
NHCH2Ph was the highest affinity peptide, exhibiting an IC50 of 125 nM vs. 
290 nM for peptide 1 in a fluorescence polarization assay. 
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AB The invention discloses compds . 1 (Rl is H. ORB. NR9R10 or CHK9R 1 o , where 
R8, R9 and R10 are independently H, alkyl, aryl , cycloalkyl, etc. A. M are 
independently R, OR, NHR. NRR ' , SR, S02R or halo,- or A and M form a ring,- 
B is CH or CR,- L is CH. CR, CH2CR or CRCH2 ,- R, R ' . R2 , R3 are 
independently K , alkyl. cycloalkyl, aryl. heteroaryl, etc. or NRR * is 
heterocyclyl,- Y is R4CR5R6-G-. where G is NH or O, R4 is alkyl. acyl, 
carbalkoxy. sulfamoyl. etc.- R5, R6 are independently H, alkyl, 
cycloalkyl, aryl. heteroaryl, etc.), including stereoisomers, 
pharmaceutically-acceptable salts or e3tera, etc., which have hepatitis C 
virus (HCV) protease inhibitory activity and includes methods for their 
synthesis and use in the treatment of disorders associated with the HCV 
protease. Synthetic examples and tables showing products of the invention 
along with Ki values are given. Thus, peptide II, prepared by a multiatep 
procedure involving peptide coupling in solution, showed Ki ■ 5 nM for 
inhibition of HCV protease 
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The present invention relates to the use of compels - and compns. 
having D4 and S-HT2A antagonistic, partial agonistic or inverse agonistic 
activity lor the treatment of the underlying dysregulation of the 
emotional functionality of mental disorders (i.e. affect 
inatability-hypersensitivity-hyperesthesia-dissociative phenomena - etc. > . 
The invention also relates to methods comprising administering to a 
patient diagnosed as having a neuropsychiatric disorder a pharmaceutical 
composition containing (i) compds . having D4 antagonistic, partial agonistic or 
inverse agonistic activity and (ti) compds. having 5-HT2A antagonistic, 
partial agonistic or inverse agonistic, and (iii) any known medicinal 
compound and compns. of said compds. The combined D4 and 5-HT2A 
antagonistic, partial agonistic or inverse agonistic effects may reside 
within the same chemical or biol . compound or in two different chemical and/or 
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AB Permeabi I i zation of the phospholipid membrane, induced by the antibiotic 
peptides zervamicin IIB (ZER) . ampul lospor in A (AMP) and antiamoebin I 
(ANT) was investigated in a vesicular model system. Membrane -perturbing 
properties of these 15/16 residue peptides were examined by measuring the K» 
transport across phosphatidyl choline (PC) membrane and by dissipation of 
the transmembrane potential. The membrane activities are found to 
decrease in the order ZER > AMP >> ANT, which correlates with the sequence 
of their binding affinities. To follow the insertion of the N-terminal 
Trp residue of ZER and AMP, the environmental sensitivity of its 
fluorescence was explored as well as the fluorescence quenching by 
water-soluble (iodide) and membrane -bound (5- and 16-doxyl stearic acids) 
quenchers. In contrast to AMP, the binding affinity of ZER as well as the 
depth of its Trp penetration is strongly influenced by the thickness of 
the membrane (dici6:ipc, dici8:lPC. C16 : o/ciB : IPC . diC20:lPC». In thin 
membranes, ZER shows a higher tendency to transmembrane alignment. In 
thick membranes, the in-plane surface association of these peptaibols results 
in a deeper insertion of the Trp residue of AMP which is in agreement with 
model calcns. on the localization of both peptide mols. at the 
hydrophi lie- hydrophobic interface. The observed differences between the 
membrane affinities/activities of the studied peptaibols are discussed in 
relation to their hydrophobic and amphipathic properties. 
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ab The invention provides a method for the treatment of neuronal disorders in 
a mammal, e.g. a human, which comprises administering an effective, 
nontoxic and pharmaceutical ly acceptable amount of at least one glutaminyl 
cyclase inhibitor, optionally in combination with at least one agent 
selected prolyl endopeptidase inhibitors, Lici, inhibitors of dipeptidyl 
peptidase IV/DP IV-like enzymes. NPY-receptor ligands. NPY agonists, npy 
antagonists, acetylcholinesterase inhibitors, protein isoaspartate 
carboxymethyl transferase enhancers, inhibitors of p-secretases, 
inhibitors of y-aecretasea and inhibitors Of neutral endopeptidase, 
to a mammal in need thereof. 

IT 482349-28-0 

Rli : PRP (Properties) 

(glutaminyl cyclase inhibitors optionally combined with other agents 
for treatment of neuronal disorders) 
RN 482349-2B-0 CAPLUS 

CN L-Isoleucine, L- iaoleucyl - <4R> -4 - hydroxy- L- prolyl - Oci) (ca index NAME) 
Absolute stereochemi st ry . 
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A Novel conotoxin from Conus delessertii with 
Posttranslationally Modified Lysine Residues 
Aguilar, Manuel B . ; Lopez -Vera, Estuardo; Ortiz. 
Ernesto; Becerril, Balta2ar; Possani, Lourival D. , 
Olivers. Baldomero M . ,• Heimer de la Cotera. Edgar P. 
Laboratory of Marine Neuropharmacology, institute of 
Neurobiology. Universidad Nacional Autonoma de Mexico, 
Juriquilla Oro., 76230, Mex. 
Biochemistry (2005), 44(33). 11130-11136 
CODEN: B I CHAN ,- ISSN: 0006-2960 
American Chemical Society 
Journal 
English 

del3a from the crude venom of Conus delessertii collected 



in the Yucatan Channel, Mexico, was purified. The peptide had a high 
content of posttranslationally modified amino acids, including 
6-bromotryptophan and a nonstandard amino acid that proved to be 
5 - hydroxy lys ine . This is the first report of 5- hydroxylysine residues in 
conotoxins. The sequence anal., together with cDNA cloning and a mass 
determination (monoisotopic mass of 3486.76 Da), established that the mature 

n 

has the sequence DCOTSCOTTCANOWECCKGYOCVNKACSGCTH* . where o is 
4 -hydroxyproline, w 6-bromotryptophan, and K 5 -hydroxylysine, the asterisk 
represents the amidated C-terminus. and the calculated monoisotopic mass is 
3487.09 Da. The eight Cys residues are arranged in a pattern 
(C-C-C-CC-C-C-O not described previously in conotoxins. This 
arrangement, for which we propose the designation of framework 813 or 
XIII, differs from the ones (C-C-CC-CC-C-C and C-C-C-C-CC-C-C) present in 
other conotoxins which also contain eight Cya residues. This peptide thus 



defines a novel class of conotoxins, with a new posttranslational 
modification not previously found in other Conus peptide families. 
IT 8663 15-84 -OP , Conotoxin de 13a (reduced) 

RL : BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation) 
(amino acid sequence; novel conotoxin from conus delessertii with 
posttranslationally modified lysine residues) 
RN 8653 15-84-0 CAPLUS 

CN L-Histidinamide, L-u-aspartyl -L- cysteinyl - (4R) - 4 - hydroxy- L- prolyl - L- 

threonyl-L-aeryl -L-cysteinyl- <4R) -4 -hydroxy- L- prolyl -L- threonyl-L- threonyl- 
L-cysteinyl -L-alanyl - L- asparaginylglycyl -6-bromo- L-tryptophyl -L- a- 
glutamyl -L-cysteinyl -L-cysteinyl- (5R) -5- hydroxy -L- lysylglycyl -L-tyroayl - 

(4R) -4 -hydroxy- L- prolyl -L-cysteinyl -L-valyl -L-asparaginyl- (5R) -S-hydroxy-L- 
lysyl -L-alanyl - L-cysteinyl -L-serylglycy 1 - L-cysteinyl -L-threonyl- (SCI) 

(CA INDEX NAME) 
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Zervamicins (Zrv) IIA and IIB are membrane modifying peptide antibiotics 
of fungal origin, characterized by a sequence of 15 amino acid residues. 
The primary structure of Zrv-IIA contains five a-aminoisobutyric 
acid residues at positions 4, 7, 9, 12 and 14 of the linear peptide. The 
sequence of Zrv-IIB is similar, but contains a D-isovaline at position 4. 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



When the tree amino acid Aib was added to the peptone-glucose culture 
medium, the fungus Emer icel lops is salmosynnemata produced Zrv-IIA as the 
major secondary metabolite, whereas addition of DL-Iva to the culture led to 
a high production of Zrv-IIB. This observation is rationalized by a lack of 
selectivity of the non - r i bosoma 1 peptide synthetase with respect to the 
thiolester activated amino acid substrates during step 12 of peptide 
synthesis. Anal, of the configuration of the Iva residue of Zrv-iXS 
showed a high enantiomeric purity of the D enantiomer, indicating a high 
stereoselectivity of the peptide synthetase for this substrate. when the 
culture was supplemented with fl5N)DL-lva, the nitrogen isotope was not 
only found at the D-Iva residue, but surprisingly also at the Aib^jresidues 
as well as at the proteinogenic residues of Zrv. The partial catabolism 
of exogenous (lSN)DL-lva is explained by the assumption of a 
decarboxylation -dependent transamination reaction, catalyzed by 
2,2-dimethylglycine decarboxylase. The same enzyme might also be involved 
in the reversed carboxylation reactions of acetone and 2-butanone, during 
the anabolic biosynthesis of Aib and Iva, resp., Zrv might possibly act as 
a therroodn. sink to shift these equilibrium reactions towards the reversed 
side. 

79395-8S-0P 7939S-86-1P 

RL: BMP (Bioindustrial manufacture),- BSU (Biological study, unclassified), 
BIOL (Biological study); PREP (Preparation) 

(fungal biosynthesis of non-ribosomal peptide antibiotics and u, 

a-dialkylated amino acid constituents) 
79395-85-0 CAPLUS 
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L-prolyl -L-glutaminyl -2-methylalanyl- (4R) -4 -hydroxy- L-prolyl -2- 
cnethy la lanyl -N- ( (IS) -l- (hydroxymethy 1 ) - 2 - phenyl ethyl ) - <CA INDEX NAME) 
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L-Prolinamide. N-acetyl - L-tryptophyl - L- iaoleucyl-L-glutaminyl-2- 
methylalany 1-L- iaoleucyl -L-threonyl- 2-methylalanyl -L-leucyl- 2-methylalanyl - 
(4R) -4-hydroxy-L-prolyl-L-glutaminyl-2-methylalanyl- <4R> -4 -hydroxy-L- 
prolyl -2-methylalanyl -N- | (IS) - 1 - (hydroxymethyl ) - 2 - phenylethyl 1 - (9CI) (CA 
INDEX NAME) 
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partial agonists 
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The present invention relates to the use of compds. and compns. of compds. 
having D4 and 5-HT2A antagonistic, partial agonistic or inverse agonistic 
activity for the treatment of the underlying dysregulat ion of the 
emotional functionality of mental disorders (i.e. affect 
inatabi lity-hypersensiti vi ty- hyperesthesia -dissociative phenomena -etc . ) . 
The invention also relates to methods comprising administering to a 
patient diagnosed as having a neuropsychiatr ic disorder a pha rmaceut i cal 
composition containing <i) compds. having D4 antagonistic, partial agonistic or 
inverse agonistic activity and (ii) compds. having 5-HT2A antagonistic, 
partial agonistic or inverse agonistic, and (iii) any known medicinal 
compound and compns. of said compds. The combined D4 and 5-HT2A 
antagonistic, partial agonistic or inverse agonistic effects may reside 
within the same chemical or biol . compound or in two different chemical and/or 
biol . compds. 
204992-09-6, INN00835 

RL : PAC (Pharmacological activity* ,• THU (Therapeutic use), biol 

(Biological study) ,< USES (Uses) 

(use of D4 and 5-HT2A antagonists or inverse agonists or partial 
agonists in treatment of emotional dysregulat ion in mental disorders 
combined with other agents) 

204992-09-6 CAPLUS 

L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl -L- 
arginylglycyl-, bis (tr i f luoroacetate) (salt) (9CI) (CA INDEX NAME) 
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4,4-difluoro-, (2S)- (9CI) (CA INDEX 
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The invention discloses novel depeptidized compds., e.g., I (M » O, NH or 
CH2, n - 0-4, Rl - OR6, NR6RT or NHS02R6. where R6 , R7 are H. alkyl. 
heteroalkyl, cycloalkyl, aryl , heterocyclyl , hydroxyl. amino, etc.; R4 , R6 
. H, alkyl, aryl or cycloalkyl or combine to form a ring,- X - a aulfonyl 
substituted group, succinimido, thiazolyl S,S-dioxide derivs., etc., R3 « 
aryl. heterocyclyl or, heteroaryl) or a pharmaceutical ly- acceptable salt, 
solvate or ester, which have HCV protease inhibitory activity as well as 
pharmaceutical compns. for the treatment of disorders associated with the HCV 
protease. Thus, I [R4R5CX-M - is) -MeS02NMeCH2CH (CMe3 ) NH , n * 1 , Rl ■ OH, 
R3 - 2- (iaopropylamino) -4 - thiazolyl 1 was prepared by coupling reaccion of 
Intermediate isocyanate ( S> -MeS02NMeCH2CH (CMe3 ) NC0 with amino- subst i tuted 
precursor . 

853653-74-4P 853653-85-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study),- PREP (Preparation); USES 
(uses) 

(preparation of prolyl depeptidized inhibitors of hepatitis c virus NS3 
protease) * . 
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Butanoic acid, N-llt(lS)-l- I ii . 4 -dihydro- 1 -oxo- 2 (1H) - isoquinol inyl >met hyl ) - 
2, 2-dimethylpropyl]amino)carbonyl ) -3-methyl -L-valyl - (4R) -4- ( (7-methoxy 2 - 
(2- | (l-methyle^hyl) amino) - 4 - 1 hia sol y 1 ) • 4 -quinol i nyl ) oxy] -L- pro) y 1 - 2 -ami no- 
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Butanoic acid, (2S) -N- {[[1-11(1, l -dimethyl ethyl >sul fonyl I methyl J cyclohexyl 
] amino) carbonyl] -2- ( 1 -methy lcyclohexyl ) glycyl - (4R) -4- I (7 -methoxy- 2- (2- 1(1- 
methylethyl) amino! -4 -thiazolyl) -4 -quinol inyl ) oxyj - L-prolyl - 2-atnino-4 , 4 - 
dif luoro-, (2S)- (9CI) (CA INDEX NAME) 
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Kernel energy method illustrated with peptides 
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AB He describe a kernel energy method (KEM) for applying quantum crystal log. 
to large mols., with an emphasis on the calcn. of the mol . energy of 
peptides. The computational difficulty of representing the system 
increases only modestly with the number of atoms. The calcns. are carried 
out on modern parallel supercomputers. By adopting the approximation that a 
full biol . mol. can be represented by smaller "kernels" of atoms, the 
calcns. are greatly simplified. Moreover, collections of kernels are, 
from a computational point of view, well suited for parallel computation. 
The result is a modest increase in computational time as the number of atoms 
increases, while retaining the ab initio character of the calcns. we 
describe a test of our method, and establish its accuracy using 15 
different peptides of biol. interest. 

IT 64347-37-1, Antiamebin I 135995-68-5 
Rl> : PRP (Properties) 

(kernel energy method for determining total energy of peptides) 
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PT. RO, 8E. 



20041029 
20041029 
20041029 
SE, MC. PT, 
HU, PL, 8K. 
20041029 
20060516 
► 20031103 
I 20041029 
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euronal 



2005:471952 CAPLUS 
143 120035 

Combinations useful for the treatmen 
disorders 

Schuls, Ingo,- Schilling, Stephan; Niestroj, Andre 

Johannes.- Demuth, Hans - Ul rich ,• Rossner. Steffen 

Probiodrug A.G.. Germany 

PCT Int . Appl . , 123 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



WO 2005049027 A2 20050602 

WO 2005049027 A3 20060112 

H: AE, AO, AL, AM, AT, AU, AZ, 

CN, CO, CR, CU. CZ, DB, DK, 

GE. OH, OM, HR, HU, ID, IL, 



APPLICATION NO. 



WO 2004-EP12301 



BA. BB. BG, BR, BW, BY, BZ, CA, CH , 
DM, DZ, EC, EE. EG, ES . FI , GB, GD. 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, 



OTHER SOURCE (8) : 
AB The present in 
disorders, in 
administering 
of at least 



MAR PAT 14 3:20035 
ention provides a method for the treatment of neuronal 

mammal such as a human, which method comprises 
n effective, non-toxic and pharmaceutical ly acceptable 

glutaminyl cyclase (0C) - inhibitor, optionally in 



combination with at least one agent, selected from the group consisting of 
prolyl endopeptidase inhibitor (PEP) -inhibitors, inhibitors of dipeptidyl 
peptidase IV (DP IV) /DP IV- like enzymes. NPY- receptor ligands, NPY 
agonists, NPY antagonists, acetylcholinesterase (ACE) -inhibitors, protein 
isoasparcate carboxymethyl transferase (PIMT) enhancers, inhibitors of 
h-secretases , inhibitors of Y-secretases and inhibitors of 
neutral endopeptidase, to a mammal in need thereof. 
IT 482349-28-OP 

KL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(TheiapeuLic u9e) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(dipeptidyl peptidase iv inhibitor, treatment of neuronal disorders 
using glutaminyl cyclase inhibitors in combination with other i 
RN 482349-28-0 CAPLUS 

cn L-Isoleucine, L- isoleucyl - (4 R > - 4 - hydroxy- L- prolyl - (9CI) ICAINDl 
Absolute stereochemistry. 



/ 
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68 OF 5S1 CAPLUS COPYRIOHT 2007 ACS on STN 
CAPLUS 



2005:422154 
143 : 133674 

Proline Editing: A Divergent Strategy for the 
Synthesis of Con format iona 1 ly Diverse Peptides 
Thomas, Krista M. ,- Naduthambi . Devan,- Tririya, 
Gasirat; Zondlo, Neal J. 

Department Of chemistry and Biochemistry, University 
of Delaware, Newark, DE, 19716, usa 
organic Letters 120051, 7(12). 2397-2400 
CODEN: ORLEF7, ISSN: 1523-7060 ' 



PUBLISHER: American chemical Society 

DOCUMENT TYPE: Journal 

LANGUAGE ; English 

OTHER SOURCE(S): CAS REACT 143:133674 

AB Strong conformational biases in peptides and proteins can be achieved with 
4-aubstituted proline residues (cis-, trans-, or disubstituted 
fluoroproline or hydroxyprol ine) . The practical, divergent synthesis of 
peptides containing, these residues, via postsynthetic modification of a 
peptide containing an internal trans -hydroxyprol ine residue, is described. 
Significant differences in the conformations of the peptides 
MeCO-Thr-Tyr-Xaa-Asn-NH2 (Xaa * trans - 4 - fluoro- L-prol ine, 
cis-4 - f luoro- L-prol ine. 4.4-difluoro-L-proline, cis- 4 - hydroxy- L- prol ine. 
4-oxo- L-proline, trans-4 -hydroxy- L-prol ine) were observed, including 
Ktrana/cia values, which varied from 1.5 (Xaa « cis ■ 4 - fl uoro- L-prol i ne ) to 
7.0 (X * trans-4 - f luoro- L-prol ine) . 

IT BSB604-S9-BP 85B604-67-8P B58604-71-4P 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 

(preparation and conformations of peptides containing substituted proline 
residues) 

RN 858604 -59- B CAPLUS 

CN L-Aspartamide, N- acetyl - L- threonyl -L-tyrosyl- MR) -4 -hydroxy- L- prolyl - 
(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




, nh 2 



RN 85B604-67-B CAPLUS 

CN L-Aspartamide, N- acetyl - L- threonyl - L- tyrosy 1 - (4S) -4- ( (4 -nitrobenzoyl ) oxyl - 

L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CNH^g 



A .1 



RN 858604-71-4 CAPLUS 

CN L-Aapartamide, N-acetyl- L- threonyl -L- tyrosy 1 - <4S> -4 -hydroxy- L-prolyl - 
(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



Me 



H X 
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142 :411659 

Preparation of peptides as inhibitors of serine 
proteases, particularly HCV NS3-NS4A protease 
cottrell, Kevin M. ; Perni , Robert B. , Pitlik. Ja 
Vertex Pharmaceuticals Incorporated, USA 
PCT int . Appl . , 166 pp. 
CODEN s PIXXD2 
Patent 
Engl ish 



KIND DATE 



APPLICATION NO. 



WO 


2005037860 




A2 




20050428 




WO 2004- 
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2005037860 




A3 




20051110 
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LU. 


LV, MA, 


MD, 
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NO. N2, 


OM. 


PG. 


PH, 


PL, PT, 


RO. 


RU, SC, 


SD, SE. 


SG, 


SK, SL, SY, 




TJ. TM, 


TN, 


TR, 


TT. 


TZ. UA, 


UG, 


US, uz. 


VC, VN. 


YU, 


ZA, ZM, ZW 




RW: BW, OH, 


GM, 


KE. 


LS. 


MW, MZ, 


NA, 


SD, SL, 


SZ, TZ, 


UG, 


ZM, ZW, AM, 




AZ. BY, 


KG. 


KZ. 


MD, 


RU, TJ, 


TM. 


AT. BE, 


BG, CH, 


CY, 


CZ. DE. DK, 




EE, ES, 


PI, 


FR. 


0B, 


OR, HU, 


IE, 


IT. LU, 


MC, NL, 


PL, 


PT, RO, SE, 




SI, SK. 


TR, 


BF, 


BJ, 


CF. CG, 


CI , 


CM, GA, 


GN, 00. 


GW, 


ML, MR, NE, 




SN, TD, 


TO 


















AU 


20042B214B 
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200504 28 




AU 2004- 


28214 B 
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2005042B 




CA 2004 


2541634 
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EP 
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20060823 
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20041008 
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DE. 
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ES , FR , 
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LI, LU, 


NL, 


SE, MC, PT. 
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BG , CZ , 
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HU, PL. SK, 
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CN 2004- 


•80034568 




20O410O8 
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B2 
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US 2004 
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IT 850497-37-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation* ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation)/ USES 
(Uses) 

(preparation of peptides as inhibitors of serine proteases, particularly HCV 
NS3-NS4A protease) 
RN 850497-37-9 CAPLUS 

CN L-Norvalinamide. ( 2S) - 2 -cyclohexy 1 -N- (pyrarinylcarbonyl ) glycyl - 3 -methyl -L- 
valyl- <4R) -4-1 (5-chloro-2-pyridinyl)oxy) -L-prolyl-N- (phenylaul fonyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CAS RE ACT 142:411659; MARPAT 142:411659 




H 

o 



Y 



AB The invention relates to compds . T- R - V-NR8CR1R1 1 CONR2CR13 R13 ' CONR 12CRI 1R11 
• CONR4CR5R5 ' -W (V is CO, SOI - 2 or CR ■ 2 (R ' is H, alky], cycloalkyl. aryl . 
etc. or CR'2 is a ring); R is CO. soi-2, imino, O or a bond,- T is 
(un) substituted aryl. cycloalkyl, heterocyclyl , heteroaryl, 
sulfamoylalkyl, NR172 (R17 is H, alkyl, cycloalkyl. aryl, etc.). etc.; W 
is CONHS01-2R17 or CONHSOl - 2NR172 , R5, RS • are independently H or 
(hetero)alkyl optionally substituted by halogen, sulfhydryl or hydroxy; 
Rl, Rl', R2, R4, R8, Rll, RU', R12, R13 , R13 ' are independently H , 
(un) substituted (hetero) alk (en) yl , aryl, heterocyclyl, heteroaryl, etc. or 
adjacent groups may form a ring] or their pharmaceutically-accepcable 
salts that inhibit serine protease activity, particularly the activity of 
hepatitis c virus (HCV) NS3-NS4A protease. The invention further relates 
to processes for preparing these compds. and to pharmaceutical compn3. 

containing 

them. Thus, peptide I was prepared via peptide coupling reaction in solution 
and showed Ki > 5 u.M for inhibition of HCV NS3-NS4A protease. 
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Preparation of cyclic peptides as novel melanocortin 
receptor agonists 
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Madsen, Kjeld; Johansen, Nils Langeland; christensen, 
Leif; Hansen, Thomas Kruse; Wulff, Birgitte 
schjel lerup 
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PCT Int. Appl., 124 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



A2 20050407 

A3 20050909 
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NO. NZ, OM, PO, PH. PL. PT, 

TJ. TM. TN, TR, TT, TZ. UA. 

BW. GH, GM, KE, LS. MW, MZ, NA, 

AZ. BY, KO. KZ, MD, RU, TJ. 
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WO 2004-DK657 



20040929 



BA, BB, BO, BR 

DM, DZ, EC. EE 

IN. IS, JP, KE 
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RO, RU, SC. SD, SE, SO, SK, SL 
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SD, SL, SZ, TZ, UG. ZM, ZW 

CY, CZ, 



BZ, CA, CH, 

FI, OB, OD, 

KR, KZ, LC, 

MZ, NA, NI, 

SK, SL, SY, 

ZA, ZM, ZW 



EE, ES, FI, FR, OB, GR. HU. IE, IT, LU, MC, NL, PL. PT, RO, 



SI, SK, TR, BP, BJ. CP, CO, CI, CM, OA, ON, GO, GW . ML, MR, NE, 



AU 2004215929 Al 
CA 2539596 Al 
BP 1670815 A2 

R: AT. BE. CH . DE , DK , 

IE, SI. PI, RO. CY, 
CN 1860128 A 
BR 20O4014B90 A 
MX 2006PA03474 A 
IN 2006DN01697 A 
US 2007027091 Al 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 



20050407 AU 2004-275928 
20050407 CA 2004-2539596 

20060621 EP 2004-762877 

ES, PR, OB, OR, IT. LI, LU. 

TR, BG, CZ, EE, HU, PL, SK 



20061108 
20061212 
20060605 
20070413 
20070201 



CN 2004-80028482 

BR 2004-14890 

MX 2006-PA3474 

IN 2006-DN1697 

US 2006-278014 

DK 2003-1417 

WO 2004-DK657 



20040929 
20040929 
20040929 
SE, MC, PT, 

20040929 
20040929 
20060320 
20060328 
20060330 
A 20030930 
W 20040929 



MAR PAT 142:374 112 

AB Small cyclic peptides having 7->i2 amino acid residues of formula 

X1-X2-X3-X4-X5-X6-X7-R1 [xi is Nle or X-Nle. where X is an amino acid or a 
di-i Cri-, tetra- or pentapeptide; the N- terminal amino group of XI may be 
acylated with RCO, where R is alkyl or alkenyl optionally substituted with 
one or more hydroxy or amino groups; X2 is Olu, Asp, Cys, homoCys, Lys , 
Orn, Dab [ (8) -J , 4 -diaminobutyr ic acid! or Dap I (S) -2, ) -d i ami noprop ionic 
acid},--X3 is cit (citrulline). Dab, Dap, cyclohexylglycine, 
cyclohexylalanine, Val, lie. tert-butylglycine. Leu, Tyr, Clu, Ala, Nle. 
Met, Met(O). Met<02>, Gin. Gln(alkyl), Gln(aryl). Asn, Asn(alkyl), 
Asn(aryl), Ser, Thr. Cys, Pro, Hyp, Tic (3 -carboxy- 1 . 2, 3 . 4 - 
tetrahydroisoquinoline) . 2-, 3- or 4-PyAla (pyridylalanyl ) , (2- or 
3-thienyl kalanine. (4 -thiazolyl > Ala , (2- or 3 - fury!) alanine or Phe. where 
the Ph moiety of Phe is optionally substituted by halogen, hydroxy, 
alkoxy. nitro, benzoyl. Me, tri f luoromethyl . amino or cyano; X4 is D-Phe 
or substituted derivative; XS is Arg ; X6 is Trp, 2-Nal (naphthylalanine) . 
(3-benco(b)thienyl)alanine or (S> -2, 3 , 4 . 9- tetrahydro- 1H- H- carbol ine- 3 - 
carboxy He acid; X7 is Olu. Asp. Cys. homoCys . Lys. Orn, Dab or Dap; there 
is a disulfide or amide bond between X2 and X7; Rl is NH2, alkyl amino. OH 
or alkoxy; the alkyl group may be substituted by amino or hydroxy groups], 
or their pharmaceut ica 1 ly -acceptable salts or prodrugs, are MC4 receptor 
agonists and thus useful in the treatment of obesity and related diseases. 
Thus. Ac-Nle-cyclo(01u-3-PyAla-D-Phe-Arg-Trp-Lys) -NH2 was prepared by the 
solid-phase method. 

IT 84920S-27-2P 849205-28-3P 84920S-29-4P 
S49205-30-7P 849205-31-8P B49205-32-9P 
8«920b- 33 -OP 849205-34-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation),- THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of cyclic peptides as novel melanocortin receptor agonists) 
RN 849205-27-2 CAPLUS 

CN L-Lyainamide, N-acetyl -L-seryl -L-tyrosyl - UR) -4 - hydroxy- L- prolyl - L- 
norleucyl -L- u-glutamyl - (4R) -4 - hydroxy- L- prolyl - D- phenyl a lanyl - L- 
arginyl-L-tryptophyl - , (5-10) - lactam I9CI) (CA index name) 

Absolute stereochemistry. 



J 




ACNH^-^ 




849205-28-3 CAPLUS 

L-Lysinamide, N- acetyl -D-seryl -L-tyrosyl - (4R) -4 -hydroxy -L- prolyl - 
norleucyl-L- u-glutamyl- (4R) -4 -hydroxy-L-prolyl -D-phenyla lanyl - L- 
arginyl-L-tryptophyl- , (5-»10) -lactam (9CI) ICA INDEX NAME) 



^ s ' Z ~ if 



ir i 




Absolute stereochemistry. 



PAGE 1-C 



PAQB 1-A 



r 



J 



AcNH 



RN B49205-29-4 CAPLUS 

CN L-Lysinaraide, N- acetyl -L-seryl - L- his tidy 1 - <4R) -4 -hydroxy -L- prolyl -t<- 
norleucyl-L-«-glutamyl - <4R> -4 - hydroxy- L-prolyl -D-phenylalanyl - L- 
arginyl-L-tryptophyl-. (5^10) - lactam (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




HN'' ' NH 2 



RN 849205-30-7 CAPLUS 

CN L-Lysinamide, N2 - acetyl - L-g lutaminy 1-L-hist idyl - (4R) -4 - hydroxy- L.- prolyl -L- 
norleucyl -L- «i -glutamyl - (4R) -4 -hydroxy -L-prolyl -D-pheny la lanyl - L - 
arginyl-L-tryptophyl-, (5-10 )- lactam <9CI> ICA INDEX NAME) 

Absolute stereochemistry. 



" 3 



J 



r-^'-'i 



X 



i H n s H «. | 

o' . I ° (CH2 ' 3 -. x o 



NH Ph 



KN NH 2 



849205-31-B CAPLUS 

L- Lyainamidc. N2 -acetyl - L-g lutaminy I - L-arginyl - <4R) - 4 - hydroxy- L- prolyl - 
norleucyl-L- a -glutamyl • (4R) - 4 - hydroxy- L- prolyl -D-phenylalanyl - L- 
arginyl-L-tryptophyl- . <S-lO) -lactam <9CI> (CA INDEX NAME) 



UU" r 

(CH 2 > 3 -NH-C-NH 2 

u xiw- 



; h H 
II il 



"Y" 



= o 

CH- Bu-n 



0 AcNH O 

il i i; 

- C-CH 2 -CH2-CH-C-NH o 

; ii 

H2N C- NH - (CH 2 > 3 - CH-C^ 



o 



CH 2 - 
I 



RN 849205-32-9 CAPLUS 

CN L-Lysinamide, N2 -acetyl - L-asparaginyl -L-arginyl - (4R) -4-hydroxy-L-prolyl-L- 
norleucyl-L- u-glutamyl- MR) -4 - hydroxy - L- prolyl -D-phenylalanyl - L- 
arginyl-L-tryptophyl-. (5-.10) -lactam (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




X 



J. 



v 



1 Y 

R AcNH 0 



N 
H 



NH 2 



RN 849205-33-0 CAPLUS 

CN L-Lysinamide, N2-acetyl -L-asparaginyl-N6- (aminoitninomethyl ) -L-lysyl- C4R) -< 
hydroxy- L- prolyl -L-nor leucyl -L- u-glutamyl - (4R) -4 -hydroxy- L-prolyl -D- 
phenylalanyl -L-arginyl -L-tryptophyl - , i 5-»l0) - lactam (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



tin 

X 




'j <CH 2 ) 3-NH-C- MHj 

CH 2 



J- 



V. i — O R O 

H h H I 



— rr 



HO" CH2" CH-C- NH O 0 
1 II | 
H5N--C- CH?- CH"C^ 

I! 



1 



\ 



849205-34-1 CAPLUS 

L- Lys i namide , N-acetyl -D- seryl - L- asparag i nyl - MR) -4 -hydroxy- l- prol yl - 
nor leucyl -L-<« -glutamyl- <4R) - 4 • hydroxy- L- prolyl - D- phenyl a lanyl - L- 
arginyl-L-tryptophyl-, (5-10) - lactam (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2005:2503 26 CAPLUS 
142 : 329986 

Structure-activity studies on proloctin-releasing 
peptide (PrRP) and Analogues of PrRP- (19-31) -peptide 
Boyle. Robert a.; Downham, Robert; Ganguly, Tanmoy; 
Humphries, John.- Smith, Jeff; Travers, Stuart 
Millennium Pharmaceuticals Limited, Cambridge. CB1 
6ET, UK 

Journal of Peptide Science (2005), 11(3), 161-165 
C0DEN: JPSTEI; ISSN: 1075-2617 

John wiley t Sons Ltd. 

Journal 

English 



AB An investigation of a series of single replacement analogs of 

PrRP- ( 19- 31) -peptide has shown that good functional activity was retained 
when Phe31 was replaced with Hig(Bzl). Phe(4Cl>, Nle. Trp, Cys(Bzl) or 
Olu(OBzl); when Val2B or Ile2S was replaced with Phg,- when aiy24 was 
replaced with D-Ala, L-Ala, Pro or Sar; when Ser22 was replaced with Gly 
and when Ala21 was replaced with Thr or MeAla. The results confirm that 
the functionally important residues are located within the caiboxyl 
terminal segment. - 1 le- Arg - Pro- val -Gly-Arg- Phe -NH2 . 

IT 848484-22-0 848484-23-1 

RL : BSU (Biological study, unclassified),- PRP (Properties); BIOL 
(Biological study) 

(structure-activity studies on prolactin- releasing peptide ( PrRP) and 
analogs of PrRP - (19-31) - pept ide) 
RN 848484-22-0 CAPLUS 

CN L- Phenylalanine, L- tryptophyl - L- tyrosyl - L-alanyl - L-seryl - L-aig i nylglycyl - L- 
isoleucyl-L-arginyl - (4R> -4- (phenyl methoxy) - L- prolyl - L-valylg lycyl - L- 
arginyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1 mj „ i r « i 



V 



0>, s , Pr-i 



" T "w 

O . (CH 2 ) j V .-"V 

u»t'^ Ph 




RN 848484-23-1 CAPLUS 

CN L- Phenylalanine, L- tryptophyl -L-tyrosyl-L- alanyl- L-seryl -L-arginylglycyl-L- 
isoleucyl - L- arg i nyl - (4 R) - 4 - hydroxy- L-prolyl - L-valylglycyl - L-arginyl - (9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 



<CH2)3 

^Y^V'Y 



N 3 y 



X 

H2N NH 



N / 



N s (CH 2 ) 3 



NH 

NH 2 



REFERENCE COUNT: 



ANSWER 72 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:238984 CAPLUS 
142: 280426 

Preparation of peptidyl heterocyclic ketone 
derivatives 
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Zhang- Plasket, Fan,- Zhong, Hua 

Jansaen Phartnaceut ica , N. V., Belg.; Maier. Thomas 

PCT Int. Appl . , 17 9 pp. 

CODEN : PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



Al 



HO 2005023804 

W : AE, AG, AL, AM, AT 

CN, CO, CR, CU. CZ 

GE, OH, GM, HR , HU 

LK, LR , LS, LT, LU 

NO, NZ, OM, PG, PH 

TJ, TM, TN, TR, TT 

RW: BW. GH, GM, KE , LS 

AZ, BY, KG, KZ. MD 



EE, ES, PI, FR , GB, GR 
SI. SK. TR, BF. BJ, CP, 
SN, TD, TO 



20050317 WO 2004-US25143 2D040BO 

AU, AZ, BA, BB, BG , BR, BW, BY, BZ. CA. C 

DE. DK, DM, DZ, EC, EE, EG, ES, FI , GB , G 

ID, IL, IN, IS, JP, KE, KG, KP, KFi , KZ, L 

LV, MA, MD, MG, MK, MN , MW, MX, MZ, NA, N 

PL, PT, RO, RU, SC. SD, SE, SG , SK, SL, S 

TZ, UA, UG, US, U2, VC, VN, YU, ZA, ZM, Z 

MW, MZ, NA, SD, SL, SZ, TZ, UO, ZM, ZW, A 

RU. TJ. TM, AT, BE, BG, CH, CY , CZ, DE. D 

GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, S 

CI, CM, GA, GN, GQ, GW. ML. MR, 



US 2005059607 

US 72053 84 

AU 2004270648 

EP 1660493 



US 2004-902755 



20040729 



IE, SI, 
JP 2007501250 
IN 2006KN00292 
PRIORITY APPLN. INFO. 



1 20050317 

2 20070417 
1 20050317 
L 20060531 

, DK, ES, FR, GB, GR , IT, LI, LU, NL, SE, MC, PT, 
FI, RO, CY, TR, BG, CZ, EE. HU, PL, SK 

20070125 JP 2006-522693 20040B02 

20070803 IN 2006-KN292 2006020B 

US 2003-492646P P 20030805 

US 2004-566374P P 20040429 

WO 2004-US25143 W 20040B02 

OTHER SOURCE IS) . CASREACT 142:280426, MAR PAT 14 2:2804 26 

AB The invention relates to novel processes for the preparation ot peptidyl 
heterocyclic ketones H2NC < : NH ) NH (CH2 > nCRl <NR -A) CO- E Ia is (un) subst i tuted 
cycloalkylcarbonyl , norbornanecarbonyl , norbornenecarbony 1 , 
adamant anecar bony 1 , arylcarbonyl . heteroarylcarbonyl . pyr idyl ca r bony 1 . an 
amino acid, etc.; R, Rl are independently H or alkyl; n is 2-5. E is 
(un) substituted heterocyclyl of defined structure) or their 
pharmaceut ica! ly- acceptable salts which are potent and selective 
inhibitors of tryptase and are useful for the treatment and prevention ot 
inflammatory diseases associated with the respiratory tract, e.g., asthma and 
allergic rhinitis. Thus, <2S, 4R) -1-acetyl-N- t (IS) - 1- (2- 
benzothiazolylcarbonyl) -4- ( [ imino (amino) methyl ] amino) butyl] -4- 
hydroxypyrrolidine-2-carboxamide dial was prepared by treating 
[OS) - 1- (ben zyloxycarbonyl aminoiminomethyl ) ■ 2-oxopiperidin-3 -yl I carbamic 
acid tert-Bu ester (synthesized from L-arginine> with benzothiazole in the 
presence of tert-butylmagnesium bromide in THF, N-acetyl - trans -4 - hydroxy- L- 
proline, concentrated HC1 , N-acetyl -trans-4 -hydroxy-L-prol ine in the presence 



of 

morpholine in MeCN, and concentrated HBr. 
nitrate 



The crystal structures of Ila 



and sulfate salts were determined 
IT 287182-50-7P 

RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant)/ SPN 
(Synthetic preparation),- THU (Therapeutic use); BIOL (Biological study) / 
PREP (Preparation); RACT (Reactant or reagent)/ uses (Uses) 

(crystal structure,- preparation of peptidyl heterocyclic ketone derivs.) 
RN 287182-50-7 CAPLUS 

cn 2- Pyrrol idinecarboxamide, 1-acetyl-N- ( (IS) -4 - I (aminoiminomethyl) ami no J -1- 
(2-benzothiazolylcarbonyl) butyl) -4-hydroxy-, (2S.4R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



1 

<CH 2 )3^ X 
H 



IT 607393-14-6P B47I69-51-1P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); uses (Uses) 

(crystal structure,- preparation of peptidyl heterocyclic ketone derivs.) 

RN 607393-14-6 CAPLUS 

CN 2- Pyrrol idinecarboxamide, 1 -acetyl -N- 1 (IS) -4 - ( (aminoiminomethyl) amino) -1- 
(2-benzothiazolylcarbonyl Ibutyl J -4-hydroxy- , (2S.4R)-. mononitrate (salt) 

(9CI) (CA INDEX NAME) 
CM 1 

CRN 2B7182-S0-7 

CMF C20 H26 N6 04 S 

Absolute stereochemistry. 



■0--'. 



N 

I 



(CH 2 )3^ 

N 



A, 



O 

II 

N- OH 



RN 847169-51-1 CAPLUS 

CN 2- Pyrrol idinecarboxamide. 1 -acetyl -N- i ( IS) -4 - ( (aminoiminomethy 1 > amino) -1- 
(2-bensothiazolylcarbonyl Ibutyl 1 -4-hydroxy- , (2S.4R)-. sulfate (1:1) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 287182-50-7 

CMF C20 H26 N6 04 S 

Absolute stereochemistry. 




CM 2 

CRN 7664-93-9 
CMP H2 04 S 



HO- 3~ OH 



IT 2B7182-51-BP 608145-22-8P 

RL: PAC (Pharmacological activity), SPN (Synthetic preparation). THU 
(Therapeutic use); BIOL (Biological study).- prep (Preparation).- USES 
(Uses) 

(preparation of peptidyl heterocyclic ketone derivs.) 
RN 287182-51-8 CAPLUS 

CN 2-Pyrrolidinecarboxamide, l-acetyl-N- [ (is) -4- I (aminoiminomethyl ) amino) -1- 
(2-ben20thiazolylcarbonyl Ibutyl] -4-hydroxy-, (2S.4R) -, 
mono (trif luoroacet ate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 287182-50-7 

CMF C20 H26 N6 04 S 

Absolute stereochemistry. 




H NH3 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F C-C0 2 H 
F 



RN 606145-22-8 CAPLUS 

CN 2- Pyrrol idinecarboxamide, 1 -acetyl - N- ( (IS) -4 - I (aminoiminomethyl ) amino) -1- 
(2-benzothiazolylcarbonyl > butyl I -4-hydroxy- , monohydrochlor ide , (2S.4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



IT 287182-89-2P 847169-43-1P 647169-49-7P 

RL: RCT (Reactant), SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of peptidyl heterocyclic ketone derivs.) 

RN 287182-89-2 CAPLUS 

CN 2- Pyrrol idinecarboxamide, 1 - acetyl -N- I < IS) - 1 - ( 2 - 

benzothiazolylhydroxymethyl) -4- I liminot I (4 -methylphenyl ) sul fonyl 1 amino) met 
hyUaminol butyl] -4- (phenylmethoxy) - , (2S.4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH , ^ 

QL ! f 1. ? r 



O O HN 



. <CH 2 ) J O Ac 



A. 



RN B47169-43-1 CAPLUS 

CN Carbamic acid. ( I I (4 S) - 4- 1 I [ (25. 4 R> -l-acetyl-4- hydroxy- 2 - 
pyrrol idinyl ] car bony 1 ) amino) -5- (2-benzothiazolyl ) -5- 

oxopentyl) amino) irninomethyl ) - , phenylmethyl ester <9CI> (ca index name) 
Absolute stereochemistry. 




RN B47169-49-7 CAPLUS 

CN 2 - Pyrrol id inecarbox amide , 1- acetyl -N- I (IS) - 1 - ( 2 - benzothi azol yl ca rbonyl ) - 4 - 
I (imino I I (4 -methoxy- 2, 3 . 6- trimethyl phenyl ) sul fonyl] amino] methyl ] amino) buty 
11-4- ltd. l-dimethylethyl>dimethylai lylloxy] -, (2S,4R>- (CA index NAME) 

Absolute stereochemistry. 
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20OS;23BB51 CAPLUS 
142;313022 

Compounds containing matrix metal loproteinase 
Bubstrates and diagnostic and therapeutic use 
Harris. Thomas D. ; Yalamanchi 1 i , Padraaja 
Bristol-Myers Squibb Company. USA 
PCT Int . Appl . . 229 pp. 
CODEN: PIXXD2 
Patent 
Engl ish 



PATENT NO. 



WO 20050233 14 



SI. 



KIND DATE 



APPLICATION NO. 



DATS 



WO 2004-US2B660 



Al 20050317 

AG, AL, AM. AT, AU. AZ, BA, BB, BO, BR, 

CO, CR, CU, CZ, DE. DK, DM, DZ, EC. EE. 

OH. OM. HR. HU. ID. IL. IN. IS. JP, KB. 

LR. LS, LT, LU, LV. MA, MD, MO, MX. KN, MM 

NZ. OM, PO, PH. PL. PT, RO. RU, SC, SD. SB, SO. SK 

TM. TN, TR, TT. TZ, UA. UG, US, UZ, VC, VN. YU, ZA 

GH , GM, KE, LS, MW, MZ. NA, 

BY, KG, KZ. MD. RU. TJ. TM, 

ES, FI, FR, GB. OR. HU, IB. IT. LU. MC, NL. PL. PT, RO. SB, 

SK, TR, BP. BJ, CF, CG , CI, CM, OA. GN. GO, 



20040902 

BZ. CA. CH. 

EG, BS, PI. OB, OD. 

KG, KP, KR , KZ, LC, 

MM, MX. MZ, NA, NI , 

SL, SY. 

ZM. ZW 



CZ. DB, 



SN, TD. TO 



US 2005106100 
AU 2004270200 
CA 2537771 
EP 1691845 



CN 1874792 
JP 2007504242 
MX 20O6PAO2312 
PRIORITY APPLN. INFO 



20050519 
20050317 
20050317 
20O60B23 



US 2004-931627 
AU 2004-270200 
CA 2004-2537771 
EP 2004-783037 
DK. ES, FR, GB, GR, IT, LI, LU. 
FI. RO. MX, CY. AL, TR, BG. CZ, 
CN 2OO4-S0032651 
JP 2006-525453 
MX 2006-PA2312 
US 2003-499960P 
US 2O03-499966P 
WO 2004-US28660 



20040901 
20040902 
20040902 
20040902 

CH, DE. DK. ES, FR, GB, GR, IT, LI. LU. NL. SB. MC, PT. 
LT, LV, FI, RO. MX, CY. AL, TR, BG, CZ, BE, HU, PL, SK. HR 
A 20061206 CN 2004 - 8003 2651 20040902 

T 20070301 JP 2006-525453 20040902 

A 20061009 MX 2006-PA2312 20060228 

20030903 
20030903 
20040902 

AB Compds. for use in a diagnostic agent for detecting, imaging, and/or 

monitoring a pathol , disorder associated with matrix metal loproteinase 
activity at a site of interest in a patient are disclosed. Compns. and 
kits containing the compds. are also disclosed. In addition, methods of 
detecting, imaging, and/or monitoring the presence of matrix 
metal loproteinase or a pathol. disorder associated with matrix 
metalloproteinase activity in a patient are disclosed. 

IT 84B082-32-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(compds. containing matrix metalloproteinase substrates and diagnostic a 
therapeutic use) 

RN B4B0B2-32-6 CAPLUS 

CN L-Alanine. (4R) - 1 -acetyl -4 - hydroxy-L- prolyl -NS- (aminocarbonyl) -L- 
ornithylglycyl- ( <iS) -ti-aminobenzenebutanoyl-L-threonyl- . 

2- [6- [ f (6-bydrazino-3-pyridinyl)carbonyl)a»ino) - l-oxohexyll hydrazide (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Me ^0H 



1 : T 



Y 



REFERENCE COUNT: 



1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2 00 7 ACS on STN 
2005:206486 CAPLUS 
142:446978 

Eaay-to-Execute Ca rbonyl at ions : Microwave Synthesis of 
Acyl Sulfonamides Using Mo (CO) 6 as a Solid Carbon 
Monoxide Source 

Wu, Xiongyu; Roenn, Robert,- Gossas, Thomas; Larhed, 
Mats 

Organic Pharmaceutical Chemistry. Department of 
Medicinal Chemistry, Uppsala University, Uppsala, 
SE-751 23, Swed. 

Journal of Organic Chemistry (2005) . 70(8). 3094-3098 
CODEN; JOCEAH; ISSN: 0022-3 263 
American chemical Society 
Journal 
Engl ish 

CAS REACT 142:446978 
The development of a robust palladium-catalyzed amidocarbony 1 at i on 
protocol for the preparation of aromatic acyl sulfonamides utilizing high-d. 
microwave heating is described. This synthetic approach employs Mo(co)6 
as a convenient CO-releasing reagent and allows for the direct preparation o 
acyl sulfonamides from both aryl iodides and aryl bromides. The reactions 
can be performed under air, employing only 15 min of microwave irradiation, 
produce acyl sulfonamide derivs. in good to excellent yields. To 
illustrate the usefulness of this method, we reported the synthesis of a 
novel hepatitis c virus NS3 protease inhibitor. 
BS1231-95-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of hepatitis C virus NS3 protease inhibitor by 
microwave-mediated, palladium-catalyzed carbonylation using 
t (bromophenyl) sul fonyl] butanamide and sulfonamide as starting materials 
and molybdenum hexacarbonyl as carbon monoxide source) 



AUTHOR (S) 



CORPORATE SOURCE : 



SOURCE : 

PUBLISHER : 
DOCUMENT TYPE 
LANOUAOB: 
OTHER SOURCE (S) 



RN 851231-95-3 CAPLUS 

CN L-Norvalinamide, N- [ (1, 1 -dimethylethoxy) carbonyl ] -L 
methoxy ■ 2 -phenyl - 4 - quinol iny 1 ) oxy) - L- prolyl -N- [ 14- 
l [ (methylsul fonyl) amino) carbonyl 1 phenyl) sul fonyl ) - 

Absolute stereochemistry. 



valyl- (4R) -4- [ (7- 
(9CI) (CA INDEX NAME) 
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2005: 140534 
142:225689 

Target -specif ic activatable polymeric imaging agents 
Uzgiris, Egidijus Edward; Anaratunga, Mohan Mark 
General Electric Company, USA 
U.S. Pat. Appl, Publ.. 26 pp. 

CODEN : USXXCO 

Patent 
Engl ish 



KIND DATE 



APPLICATION NO. 



DATE 



US 2005036947 
W0 2005018680 
W: AE, AG 



CN, CO, CR. 



LK , LR , LS , 



Al 20050217 ' US 2003-638888 20030612 

Al 20050303 WO 2O04-US25963 20040811 

AM, AT, AU, AZ, BA. BB. BO. BR. BW, BY, BZ. CA, CH. 
CU. CZ. DE. DK. DM. DZ. EC. EE. EG. ES , FI , GB, OD, 
HR, HU, ID, IL, IN, IS, JP, KB. KG. KP. KR, KZ, LC. 
LT. LU, LV. MA, MD. MO. MX. MN. MW. MX, MZ. NA. NI , 
NO, NZ, OM, PG, PH, PL, PT. RO. RU. SC. SD, SB. SO, SK, SL. SY. 
TJ, TM. TN, TR, TT. TZ. UA, UG. US. UZ. VC, VN. YU, ZA, ZM, ZW 
RW: BW. GH, GM. KE, LS , MW, MZ, NA. SD. SL, SZ, TZ. UO, ZM. ZW, AM. 
AZ, BY. KG,. KZ. MD. RU. TJ. TM. AT. BE. BO. CH, CY, CZ. DB, DK. 
EE, ES, FI,' FR, GB, GR, HU, IE. IT, LU. MC. NL, PL, PT, RO. SB. 
SI, SK. TR, BF. BJ, CF, CG, CI, CM. OA. GN. GQ. OW. ML, MR, NE. 
SN, TD, TO 

PRIORITY APPLN. INFO.: US 2003-6388B8 A 20030812 

AB A target -speci fic image-enhancing agent for medical imaging comprises an 
extended poly (amino acid), wherein at least 90 percent of the amino acid 
residues are conjugated to signal -generating moieties attached to 
signal-controlling moieties via bonds that are cleavable by a physiol . 
substance produced by the target. The image-enhancing agent becomes 
activated when the bonds are cleaved by the physiol. substance. The 
image -enhancing agent is used in detecting and/or diagnosing a disease 
that is characterized by an overprodn. of the substance. 
IT 393827-71-9D , conjugates with coordination complexes 



489448-16-0D , conjugates with coordination complexes 
RL: DON (Diagnostic use); BIOL (Biological study),- USES <U3es) 
(target -specific activatable polymeric imaging agents) 
RN 393827-71-9 CAPLUS 

CN Olycine, L-n-glutamyl-L-methionyl-L-threonyl- <4R) -4 -hydroxy- L- prol yl - 
L-valyl -L-asparaginyl- (4R) -4 -hydroxy-L-prolyl- (9CI) {CA index name 

Absolute stereochemistry. 



NH 2 



r 



1 HO / x -*>•«. s 

j O i-Pr N 

0 Vy ! ^ 

) O N»2 



RN 489448-16-0 CAPLUS 

CN L-Olutamine, L-<» -glutamyl -L-methionyl -L-threonyl • (4R) - 4 • hydroxy- L- 

prolyl -L-valyl -L-asparaginyl - <4H) -4 - hydroxy- L- prolylglycyl - (5>C1 ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



NH 2 y NH 

• II ^Ivr.. * 



H |j 

-Pr 0 ^ 

if " / 



V 
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CAPLUS COPYRIGHT 2 00 7 ACS On STN 
200S: 117773 CAPLUS 
143 : 381106 

A uniquely selective inhibitor of the mammalian fetal 
neuromuscular nicotinic acetylcholine receptor 
■ Tei chert. Russell H. ; Rivier, Jean.- Torres. Josep,- 
Dykert, John.- Miller, charleen, olivera, Baldoraero M. 
Department of Biology, University of Utah. Salt lake 
City. UT, 84112, USA 

Journal of Neuroscience (2005), 25(3). 732-736 
CODEN: JNR8DS; ISSN: 0270-64 74 

society for Neuroscience 
Journal 
Engl ish 

we have purified and characterized a novel conotoxin from the venow of 

Conus obscurus, which has the unique property of selectively and potently 

inhibiting the fetal form of the mammalian neuromuscular nicotinic 

acetylcholine receptor (nAChR) (ralfUyS-subunits > . 

Although this conotoxin, <iA - conotoxin OIVB (oA-OIVB) , is a 

high-affinity antagonist (IC50 of 56 nM) of the fetal muscle nAChR. it has 

>1800-fold lower affinity for the adult muscle nAChR 

(alpiuo-subunits) and virtually no inhibitory 

activity at a high concentration on various neuronal nAChRs (JC50 > 100 uM in 
all cases). The peptide (amino acid sequence. CCGVONAACPCCVCNXTCO) . with 
three disulfide bonds, has been chemical synthesized in a biol . active form. 
Although the neuromuscular nAChRs are perhaps the most extensively 
characterised of the receptors/ion channels of the nervous system, the 
precise phyaiol . roles of the fetal form of the muscle nAChR are 
essentially unknown. uA-OlVB is a potentially important tool for 
delineating the functional roles of tilfUyft 

receptors in normal development, as well as in various adult tissues and 
in pathol. states. In addition to its potential as a research tool, 
(iA-OIVB may have some direct biomedical applications. 

162381-42-2P 

RL: BSU (Biological study, unclassified),- PUR (Purification or recovery); 
BIOL (Biological study),- PREP (Preparation) 

(amino acid sequence, uniquely selective inhibitor of mammalian fetal 

neuromuscular nicotinic acetylcholine receptor) 

162381-42-2 CAPLUS 

Glycinamide, L-cysteinyl -L-cysteinylglycyl -L-valyl -MR) -4 -hydroxy- L-prolyl- 
L-asparaginyl -L-alariyl -L-alanyl-L-cyateinyl -L-prolyl- <4R) -4 - hydroxy- L- 
prolyl - L-cysteinyl -L-valyl ■ L-cysteinyl -L-asparaginyl -L- lysyl-L-threonyl-L- 
cysteinyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




7 
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CAPLUS COPYRIGHT 2 007 ACS on STN 
2004:1087963 CAPLUS 
143 : 66595 

Isolation of cereal arabinogalactan-peptides and 
structural comparison of their carbohydrate and 
peptide moieties 

Van den Bulck, Katie; Swennen. Katrien; Loosveld, 
Anne-Marie A.,- Courtin, Christophe M. ,- Brijs, Kristof; 
Proost, Paul, Van Damme, Jozef; Van Campenhout, 
Steven, Mort , Andrew,- Delcour, Jan A. 
Laboratory of Food Chemistry, Katholieke Universiteit 
Leuven, Louvain, B-3001, Belg. 

Journal of Cereal Science (2005). 41(1), 59-67 

CODEN : JCSCDA; ISSN: O1J3-5310 

Elsevier Ltd. 
Journal 
Engl ish 

Arabinogalactan (AG) -peptides were isolated and purified from wheat and 
durum wheat and for the first time from spelt, triticale. rye and barley 
using three dedicated isolation procedures. The AG-peptide raols. have 
mol. wts. of approx. 23 , 500 with the exception of triticale (27,500) and 
rye (33.000). The fine structure of the carbohydrate parts revealed close 
resemblances among the purified cereal AO-peptide samples. They consist 
of a U-»6) - fl-D-galactopyranosyl backbone substituted in the 
C (0) 3 -position with a single u- L-arabinof uranosyl or a single 
P-D-galactopyranosyl residue. The latter can also be substituted in 
its C (O) 3-position with a single a- L-arabinof uranosyl residue. The 
AG-peptide peptide cores typically exist of 15 amino acids including three 
highly conserved hydroxyprol ines (Hyp), each linked to a carbohydrate 
chain. The peptide amino acid sequence of spelt and durum wheat 
An peptides showed high similarity with the wheat AG-peptide peptide 
sequence while triticale, rye and barley AO-peptide peptide cores 
displayed less similarity. Homol . with the N-terminal part of cereal 
grain softness protein (GSP) precursors indicates that the cereal 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



AO- peptide peptides are a processing product of GSP synthesis. An overall 
structural model is proposed. 
IT BS3885-25-3 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence, barley AG-peptide; isolation of cereal 
arabinogalactan-peptides and structural comparison of their 
carbohydrate and peptide moieties) 
RN 8S388S-2S-3 CAPLU3 

CM L-Asportic acid. L-glutaminyl -L-alanyl - L-alanyl - L- cx-glutamyl -L-valyl- 

(4R) -4 -hydroxy-L- prolyl -L-seryl - (4R) -4 - hydroxy -L- prolyl -L-alanyl -L-alanyl - 
L-<i- glutamyl - L-valyl - <4R) -4 - hydroxy- L- prolyl - L-threonylglycy 1 - (9CI) 
<CA INDEX NAME) 

Absolute stereochemistry. 

PAGE l-A 



0 




0 C0 2 H 




PAGE 2-B 

\ 




I 

OH 



IT 8S3885-22-0 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence, durum wheat AG-peptide; isolation of cereal 
arabinogalactan-peptides and structural comparison of their 

carbohydrate and peptide moieties) 
RN 8S386S-22-0 CAPLUS 

CN L-Aspartic acid, L- tyrosy 1 - L-alanyl - L- ra- glutamyl - L-valyl - (4R) -4 - 

hydroxy -L- prolyl -L-seryl - ( 4R) -4 -hydroxy -L- prolyl -L-alanyl -L-hist idyl -L- 
glutaminyl -L-alanyl - <4R) - 4 - hydroxy- L- prolyl - L- threonyl - L-alanyl - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



HO 



HO 




IT 8538BS-23-1 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence, triticale AG-peptide; isolation of cereal 
arabinogalactan-peptides and structural comparison of their 
carbohydrate and peptide moieties) 
RN 8S3885-23-1 CAPLUS 

CN L-Aspartic acid. L-tyrosyl - L-alanyl -L- u-glutamyl -L-valyl- (4R) -4 • 



hydroxy- L-prolyl-L- aery 1- 14 R) - 4 - hydroxy - L- prolyl - L-alanyl - L-alanyl -L- 
glutaminyl-L-alanyl- (4R> -4 - hydroxy- L-prolyl -L-threonyl -L-valyl- <9CI> (CA 
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inhibitor and alpha interferon synergist ically 
inhibits viral UNA replication and facilitates viral 
RNA clearance in replicon cells 
Lin, Kai; Kwong, Ann D. t Lin, chao 

Vertex Pharmaceuticals Incorporated, Cambridge, KA, 
USA 

SOURCE : Antimicrobial Agents and Chemotherapy (2004), 4B<12>, 

4784-4792 

CODEN: AMACCQ; ISSN: 0066-4 804 
PUBLISHER; American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The present standard of care for hepatitis C virus (HCV) infection is 
pegylated alpha interferon (iFN-n) in combination with ribavirin. 
However, specific antivirala such as HCV NS3-NS4A protease inhibitors are 
now in clin. development, and these agents can potentially be used In 
combination with the present treatments. Therefore, it is important to 
investigate the potential benefits or adverse effects of these new 
combinations by using available in vitro HCV culture systems first. In 
the present study we demonstrate that the combination of a specific HCV 
NS3-NS4A protease inhibitor and ifn-q synergistically inhibits HCV 
RNA replication in replicon cells, with little or no increase in 
cytotoxicity. Furthermore, the benefit of the combination was sustained 
over time, such that a greater than 3 -log reduction in HCV RNA levels was 
achieved following 9 days of treatment. The viral RNA appeared to be 
cleared from the replicon cells after 14 days of treatment, and no viral 
RNA rebound was observed upon withdrawal of the inhibitors. In each case, 
the antiviral effects obtained with higher concns. of either the protease 
inhibitor alone or IFN-»i alone can be achieved by a combination of 
both agents at lower concns., which may potentially reduce the risk of 
possible adverse effects associated with high doses of either agent. 

IT 832090-66-1 

RL; PAC (Pharmacological activity),- THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(combination of a hepatitis C virus NS3-NS4A protease inhibitor and 
<«- interferon synergistically inhibits viral RNA replication and 
facilitates viral RNA clearance in replicon cells) 
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oxoacetyl Ibutyll -4- [ 1(3 ,4 -di hydro- 2 (1H) - i BOquf nol inyl > carbonyl ) oxyj - . 
(4R»- (CA INDEX NAME) 
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AB The invention relates to methods for synthesizing peptides and cyclic 
peptidomimetics which are con format ional ly constrained due an internal 
cross- link formed between the side chain of an amino acid residue Or 
analog and a ( 2S, 4S> -4 - f unci ional ized proline residue. The 
peptidomimetics are used as antigens, alone or in combination with 
suitable immunopotentiating delivery systems, e.g., imraunopotentiating 
reconstituted influenza viroaomes, to elicit an immune response in a 
mammal. Thus, peptidomimetic I [UX39; Apro is (2S.4S) -4-aminoprolinel was 
prepared by the sol id- phase method using a Rink Amide HBHA resin. Through 
amide coupling an internal cross- link is formed which stabilizes a 
structure mimicking the native conformation of CS-protein tandem repeat 
epitopes. The cross- reactivity of UK39 to antibodies raised against the 
CS protein of P. falciparum is demonstrated. 

IT 798557-96-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PRBP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of con format ional ly- const rained peptides and peptidomimetics 
for use as synthetic vaccines) 

RN 798557-96-7 CAPLUS 
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aspa rag inyl -L-alanyl - L-asparaginyl - (4 3) - 4 - amino- L- prolyl - L-aflparaginyl - L- 
alanyl -L-asparaginyl - L- prolyl -L-asparaginyl- L-alanyl -L-asparaginyl -L- 
prolyl -L-asparaginyl - L- <»- glutamyl - L'- asparag inyl - L- prolyl - L- 
aspa rag inyl- (9CI) (CA INDEX NAME) 
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High stability of the hinge region in the 
membrane -active peptide helix of zervamicin: 
paramagnetic relaxation enhancement studies 
shenkarev, Zakhar O.j Paramonov, Alexander S.; 
Balashova, Tamara A.,' Yakimenko. Zoya A.; Baru, 
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is a 16-amino-acid peptaibol that forms 
ion channels with multilevel conductance states in 



planar lipid bi layers and vesicular systems. Here, the stability of the 
hinge region and intermol . interactions were investigated in the N- and 
C-tertninally spin- labeled peptide analogs. Intermol. and intramol . 
paramagnetic enhancement indicated that I behaves as a rigid helical rod 
in Me OH solution There were no high amplitude hinge-bending motions, and I 
was monomeric up to a concentration ot 1.5 mM. The stability of the hinge 
region 

illustrates the helix-stabilizing propensity of the Pro residue in 
membrane -mimic environments and implies absence of significant 
conformational rearrangement due to voltage peptaibol activation. 
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RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(paramagnetic relaxation enhancement studies show high stability of 
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ab The invention relates to compda . I [the R groups are H (except Rl, R3) or 
various groups, i.e., RS, R5 1 are alkyl, halo-, mercapto- or hydroxyalkyl . 
Inn) substituted Ph or benzyl or R5/RS ' may form a ring,- R2. R4 , R7 are 
(un) substituted alkyl, cycloalky lalkyl or arylalkyl; Rl, R3 are 
(un)substituted alkyl. cycloalkyl. cycloalkylalkyl . etc.; R9, R9", R10, 
Rio' are -x-Y-Z, where X is a bond, alkylene, O, s or imino. Visa bond. 
CH2, CO, COCO, SO. S02 or sul f inyl imino. Z is H, alkyl, aryl , etc.; V is 
CO, SO or S02. R is co. so, S02 , imino. 0 or a bond; T is alkyl. aryl. 
etc; W is an acyl or boryl group) or their pharmaceutically-acceptable 
salts that inhibit serine protease activity, particularly the activity of 
hepatitis C virus (HCV> NS3-NS4A protease. Thus, peptide II was prepared by 
peptide coupling reactions in solution and showed Ki in the range 0.5-1 m* 
for inhibition of HCV. 

IT 777087-39-bP 777087-42-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of peptides as inhibitors of serine proteases, particularly HCV 
NS3-NS4A protease) 
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We have developed a method for separating the deg lycosylated protei n/pept ide 
backbones of the small arabinogalactan (AG) -peptides from the larger 
classical arabinogalactan-proteins (AGPs) . AGPs are an important class ot 
plant proteoglycans implicated in plane growth and development. Separation of 
AO-peptides enabled us to identify eight of 12 AG-peptides from 
Arabidopsis thaliana predicted from genomic sequences. Of the remaining 
four, two have low abundance based on expressed sequence tag databases and 
the other two are only present in pollen (At3g20B6S) or flowers 
(At3g57690) and therefore would not be detected in our anal . 
Characterisation of AG-peptides was performed using matrix-assisted laser 
desorption ionization- time of flight mass spectrometry and tandem mass 
spectrometry protein sequencing. These data provide (i) exptl. evidence 
that AO-peptides are processed in vivo for the addition of a 
glycosylphosphatidyl inositol (GPI) anchor, (ii) cleavage sice information 
for both the endoplasmic reciculum secretion signal and the GPl-anchor 
signal for eight of the 12 AO-peptides. and (iii) exptl. evidence that the 
Oly-Pro motif is hydroxylated in vivo. Furthermore, we show that At AG Pi 6 
is GPI -anchored despite its unusually long hydrophobic C-terminal 
OPI-aignal sequence. Prior to this work, the GPI - anchor cleavage site for 
only two plant proteins. NaAGPl from Nicotiana a lata and PcAGPl from Pyrus 
communis, had been determined exptl. Characterization of the 
post-translational modifications of AG-peptides contributes toward 
obtaining the complete primary structure of this class of biol. important 
plant proteoglycans and provides a greater understanding of 
post-translational modifications of plant proteins. 
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RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(AOP12, post-translational modifications of arabinogalactan-peptides of 
Arabidopsis thaliana and endoplasmic reticulum and 
glycosylphoaphatidylinositol-anchor signal cleavage sites and 
hydroxylat ion of proline) 
B09267-47-8 CAPLUS 
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, 10- (2-aminoethyl) 2-methyl ester (9CI) (CA INDEX NAME) 
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glycosylphosphat idyl inositol -anchor signal cleavage sites and 
hydroxylation of proline) 
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Absolute stereochemistry. 
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CAPLUS COPYRIOHT 2007 ACS on STN 
2004 : 859396 CAPLUS 
143 :40408 

Solid state isotope exchange of hydrogen for spillover 
tritium in proteins 

Zolotarev, Yu. A.; Dadayan. A. K. ; Dorokhova, B. M.t 
Vtyurin. N. N.; Kozik, V. S.; Borisov, Yu . A.; 
Myasoedov, N. P. 

Institute Of Molecular Genetics, Russian Academy of 
Sciences , Moscow, Russia 

Synthesis and Applications of Isotopically Labelled 
Compounds, Proceedings of the International symposium, 
sth, Boston, MA. United states, June 1-5, 2003 (2004), 
Meeting Date 2003, 125-128. Editor (a): Dean, Dennis 
C,i Piler, CriBt N. ; McCarthy. Keith e . John Wiley & 
sons Ltd. : Chichester, UK. 

COD EN : 69PZAZ; ISBN: 0 - 4 70 - 8 63 65 - X 

conference 
English 

The effect of polypeptides' and proteins* three dimensional structure on 
their ability to iaotope exchange under the action of spillover hydrogen 
(SH) in the solid state catalytic isotope exchange reaction (SCIB) was 
theor. and exptl. studied. The SCIB reaction in the B-galactoaidase 
protein from Thermoanaerobacter ethanolicus (83 kDa) was studied. 
!3Hl Protein of h-galactos idase , containing about 50 tritium atoms, with 
its enzymic activity completely retained was produced with the use of SCIB 
at 120*. The influence of ft-galactosidase structure on its 
peptide fragments ability to the substitution of 1H for 3H was studied. 
The most accessible peptide fragment taking no part in a-nelix and 
h-strand formations (KEMOKE215-2201 had the largest relative 
reactivity, and the one located in the contact area between the subunits 
(YLRDSE4 17-422) showed the smallest relative reactivity. The relative 
reactivities of these peptides is over 150 times different. Hydrogen 
exchange in the u-helix fragment Trpl-LeuS of zervamicin IIS was 
analyzed. It was shown with the help of ab initio quantum-chemical calcna. 
that the high substitution degree of Cf*H for tritium in Gln3 might be 
associated with the participation of the Qln3 side chain carbonyl in 
transition state stabilization in SCIE reaction. By ab initio calcns., 
<t-helix formation in polypeptides was shown to cause a significant 
decrease ot reactivity in SCIE. Data collected during a study devoted to 
the SCIE reaction of the f»-galactosidase protein indicate that the 
SCIE reaction might be employed both for the production of high tritium 
labeled proteins and for acquiring information about their 
three-dimensional structure. 
79395-85-0DP, t r it i um- labe led 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(solid state catalytic isotope exchange of hydrogen for spillover 
tritium in proteins with regard to effect of protein three dimensional 

structure) 

793 95-85-0 CAPLUS 

L-Prolinamide, N-acety 1 - L- tryptophy 1 - L- isoleucyl - L-glutaminyl -D- isovalyl -L- 
isoleucyl -L-threonyl - 2 -methyl alanyl - L- leucyl - 2 -met hylalanyl - (4R) -4-hydroxy- 
L-prolyl -L-glutaminyl-2-methylalanyl- (4R) -4 - hydroxy- L-prolyl - 2- 
methylalanyl-N- (US)-l- (hydroxymethyl > - 2-phenylethyl ] - {CA INDEX name) 



REFERENCE COUNT: 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2004 : 80723 0 CAPLUS 
14 1:343331 

Antidepressant- like effects of a novel pentapept ide, 
nemifitide. in an animal model of depression 
Overstreet, David H . ,■ Hlavka, Joseph; Peighner, John 
P.; Nicolau, Gabriela; Freed, Jeffrey 8. 
Department of Psychiatry, Bowles Center for Alcohol 
Studies, University of North Carolina at Chapel Hill. 
Chapel Hill, NC, 27599-7178, USA 

Psychopharmacology (Berlin, Germany) (2004). 175(3), 

303-309 

CODEN: PSCHDL; ISSN: 0033-3158 
Springer GmbH 
Journal 
English 

Nemifitide is a novel peptide analog of melanocyte- inhibiting factor (MIP) 
that was reported to relieve depressive symptoms in a very short period. 
The .Flinders Sensitive Line (PSD rat. a genetic animal model of 
depression with innate exaggerated immobility in the forced swim test, was 
used to obtain more detailed information about the ant idepressant- like 
effects of nemifitide. The FSL rats were treated chronically with various 
doses of nemifitide or reference antidepressants desipramine and fluoxetine for 
5 or 14 days and the forced swim test was conducted 22-24 h after the last 
treatment. Nemifitide significantly increased swimming in the PSL rats at 
both low (0.025-0.3 mg/kg) and high (3.0-15.0 mg/kg> doses but not at 
intermediate (0.4-2.4 mg/kg) doses. Nemifitide (0.3 mg/kg) and 
desipramine (5.0 mg/kg) significantly increased swimming in the PSL rats 
after just 5 days of treatment, but fluoxetine (S.o mg/kg) did not. 
Nemifitide (0.3 mg/kg) and fluoxetine (5.0 mg/kg) had long-lasting 
effects, but desipramine (5.0 mg/kg) did not. These findings support the 
value of developing nemifitide and its analogs as potential 
antidepressants . 
173240-15-8, Nemifitide 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(antidepressant-like effects of nemifitide) 



RN 173240-1S-8 CAPLUS 

CN L-Tryptophanamide, 4- f luoro- L- pheny la lany 1 - <4R) - 4 - hydroxy- L-prolyl -L- 
arginylglycyl- <CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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natural products from marine -derived fungus) 

RN 772990-4 1-7 CAPLUS 

CN L-Leucine, 2-methyl-N- ( 1 -oxotetradecyl ) alanyl - (4R» -4 -hydroxy- L-prolyl -L- 
leucyl-L-valyl-L-glutaminyl-, methyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2004:710487 CAPLUS 
141: 325166 

Synthesis and structure-activity relationships of the 
halovirs, antiviral natural products from a 
marine- derived fungus 

Rowley, David C. ; Kelly, Sara,- Jensen, Paul; Fenical. 
William 

Center for Marine Biotechnology and Biomedicine, 
Scripps Institution of Oceanography, University o( 
California, La Jolla, CA, 92093-0204, USA 
Bioorganic & Medicinal Chemistry (2004), 12(18), 
4929-4936 

CODEN: BMECEP; ISSN; 0968-0896 

Elsevier Ltd. 

Journal 

English 

CASREACT 141:325166 

linear, lipophilic peptides produced by a marine-derived 



fungus of the genus Scytalidium. The authors recently reported that these 
mols. possess potent in vitro activity against the herpes simplex viruses 
1 and 2. Here the authors present structure-activity relationships 
defining key structural elements for optimal viral inhibition. Results 
demonstrate that an Na-acyl chain of at least 14 carbons and an 
Aib-Pro dipeptide are critical for maintaining the antiviral activity. 

772990-41-7P 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); PRP (Properties) ,- RCT (Reactant) ; SPN (Synthetic preparation); 
THU (Therapeutic use); BIOL (Biological study), PREP (Preparation); RACT 
(Reactant or reagent); USES (Uses) 

(synthesis and structure-activity relationships of halovirs, antiviral 



O^ ,N. s Pr-i 



O' NH 



H 2 N s 



IT 277302-27-9P , HalOvir A 772990-42-8P 

772990-43-9P 772990-44-0P 772990-45-1P 
772990-46-2P 772990-47-3P 772990-4B-4P 
772990-49-5P 772990-50-8P 772990-S1-9P 
772990-52-OP 772990-54-2P 

RL; ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis and structure-activity relationships of halovirs. antiviral 

natural products from marine-derived fungus) 

RN 277302-27-9 CAPLUS 

CN L-Glutamamide, 2-methyl -N- ( 1 -oxotetradecyl lalanyl- (4R» -4 - hydroxy- L-prolyl - 
L-leucyl -L-valyl -Ml- I (IS) -1- (hydroxymethyl ) - 3 -raethylbutyl } - (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-A 



PAGE 2 -A 
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RN 772990-42-S CAPLUS 

CN L-Glutamamide, N- acetyl - 2 -methylalanyl - (4R) -4 - hydroxy- L-prol yl - h - leucyl - L- 
valyl-Nl- t (IS) -1- (hydroxymethyl) -3 -methyl butyl) - (9Ci> (CA INDEX NAME) 

Absolute stereochemistry . 



S> ' ^N^ S BU-i 




RN 772990-43-9 CAPLUS 

CN L- Leucine . 2-methyl -N- ( 1 -oxohexyl ) a lany 1 - (4R) -4 - hydroxy- L-prolyl - L; leucyl - 
L-valyl-L-glutaminyl-, methyl ester <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



J 



O' NH 



a Bu-i 



o o ^'^ 



RN 772990-44-0 CAPLUS 

CN L-Leucine, 2-methyl -N- < l -oxodecyl ) alanyl - (4R> -4 -hydroxy- L-prolyl -L- leucyl - 
L-valyl-L-glutaminyl-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



/ (CH 2 ) B ^H v | 



0' NH 

"Y^Vt 



RN 772990-45-1 CAPLUS 

CN L-Leucine. 2-methyl-N- (1 -oxohexadecyl > a lany 1 - (4R) - 4 - hydroxy- L-prolyl - L- 
leucyl -L-valyl-L-glutaminyl - , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H Me 
, (CH 2 > 14 -N. J 



V B 7 



RN 772990-46-2 CAPLUS 

CN L-Leucine, 2-methyl-N- ( 1 -oxooctadecyl ) alanyl - (4R) -4-hydroxy-L-prolyl-L- 
leucyl -L-valyl-L-glutaminyl-, methyl ester (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 



<CH 2 ) 1. 



Q 



il 



RN 772990-47-3 CAPLUS 

CN L-Leucine, 2-methyl-N- I (92) - 1 -oxo- 9- tetradecenyl ] alanyl - (4R) -4 -hydroxy-L- 

prolyl-L-leucyl-L-valyl-L-glutaminyl- , methyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 2 - A 



RN 772990-4B-4 CAPLUS 

CN L- Leucine , 2 -methyl - N- I (9Z. 12Z) -1 -oxo-9, 12-octadecadienyl ] aUnyl - <4R> -4 - 

hydroxy- L- prolyl - L- leucy 1 • L-valyl -L-glutaminyl - , methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry ag shown. 



PAGE 1 -A 
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RN 772990-49-5 CAPLUS 

CN L-Leucine, 2-methyl-N- [ (9Z, 12Z, 15Z) -l-oxo-9. 12 , 15-octadecatrienyl ] alanyl- 
(4R> -4 -hydroxy-L-prolyl-L-leucyl-L-valyl-L-glutaminyl-. methyl ester, 
roonosodium salt <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAOB 1-A 



EC 




• Na 



RN 772990-50-8 CAPLUS 

CN L-Leucine, N- (16- hydroxy- l-oxohexadecyl) -2-raethylalanyl - (4R) -4 -hydroxy-L- 

prolyl-L-leucyl-L-valyl-L-glutaminyl-. methyl ester (9CI) {CA INDEX HAKE) 



Absolute stereochemistry, 



It Me"' 



*" if 5 " Bu - i 



T 

O' 

r 



RN 772990-51-9 CAPLUS 

CN L-Leucine. N- (1 -oxotetradecyl ) -L-alanyl - <4R) -4 - hydroxy- L- prolyl - L- leucy l - l- 
valyl-L-glutaminyl-. methyl ester <9ci> {CA INDEX NAME) 

Absolute stereochemistry. 
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Os. ^N . 3 ,Pr-i 
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RN 772990-52-0 CAPLUS 

cn L-Leucine, N- (1 -oxotetradecyl) -D-alanyl- <4R> - 4 - hydroxy -L- prolyl - L- leucyl-L- 
valyl-L-glutaminyl-, methyl ester <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



N, 




RN 772990-54-2 CAPLUS 

CN L-Leucine, 2-methyl-N- ( 1 -oxotetradecyl ) alanyl - <4R) -4 -hydroxy- L- prolyl -L- 
leucyl -L-valyl-L-glutaminyl - , ethyl ester <9CI) <ca INDEX NAME) 



Absolute stereochemistry. 



PAGE 1-A 
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IT 494690-51-9 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(synthesis and structure-activity relationships of halovirs, antiviral 
natural products from marine -derived fungus) 
RN 484690-51-9 CAPLUS 

CN L- Leucine. N- Hi, l-dimethylethoxy> carbonyl ] -2-methylalanyl - (4R) -4 -hydroxy- 
L-prolyl-L-leucyl-L-valyl-L-glutaminyl- , methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



t-BuO. j. N 



"TV"" 



. s / N^ S Bu- i 



O O ^-.'v 



IT 849799-51-5P 

RL: RCT (Reactant); SPN (synthetic preparation); PRBP (Preparation) i RACT 
(Reactant or reagent) 

(synthesis and structure-activity relationships of halovirs, antiviral 

natural products from marine -derived fungus) 

RN 8497S9-51-S CAPLUS 

CN L-Leucine, N-acetyl - 2-methylalanyl - (4R) -4 -hydroxy-L-prolyl-L-leucyl-L- 
valyl -L-glutaminyl- . methyl ester <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Potent Inhibitors of the Hepatitis C Virus NS3 
Protease: Design and Synthesis Of Macrocyclic 
Substrate-Based p-Strand Mimics 

Goudreau, Nathalie; Brochu. christian; Cameron, Dale 
R . ; Duceppe. Jean-simon,- Faucher. Anne-Marie,- Ferland, 
Jean-Marie,- Grand-Maitre, Chantal; Poirier, Martin, 
Simoneau, Bruno,- Tsantrizo3, Youla S. 
Departments of Chemistry, Research and Development, 
Boehringer Ingelheim (Canada) Ltd., Laval, QC, H7S 
205, Can. 

Journal of Organic Chemistry (2004), 69!19), 6185-6201 
CODEN; JOCEAH, ISSN: 0022-3263 
American Chemical Society 
Journal 
English 

CAS REACT 141:332465 

A3 The vi rally encoded NS3 protease is essential to the life cycle of the 
hepatitis C virus (HCV) , an important human pathogen causing chronic 
hepatitis, cirrhosis of the liver, and hepatocellular carcinoma. The 
design and synthesis of 15-<nembered ring P-strand mimics which are 
capable of inhibiting the interactions between the HCV NS3 protease enzyme 
and its polyprotein substrate will be described. The binding interactions 
between a macrocyclic ligand and the enzyme were explored by NMR and mo), 
dynamics, and a model of the 1 igand/enzyme complex was developed. 

IT 770742-86-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); biol 
(Biological study); PREP (Preparation) 

(preparation and biol. activity of macrocyclic subst rate - based p-strand 
mimics as potent inhibitors of Hcv NS3 protease) 
RN 770742-86-4 CAPLUS 

CN L-Norvaline. (2S) -2- (Ml, 1 -dimethylethoxy ) carbonyl ) amino] heptanoyl - I4R) -4- 
M7-methoxy-2-phenyl -4 -quinol inylloxy] -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




* 



(CH 2 H 



IT 770742-64-8P 770742-65-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and biol. activity of macrocyclic substrate-baaed P-atrand 
mimics as potent inhibitors of HCV NS3 protease) 
RN 77074 2-64-8 CAPLUS 

cn D-Norvaline, <2S> -2- (Ml, l -dimethylethoxy) carbonyl] amino) -B-nonenoyl- (4R>- 
4- ( (7-methoxy-2-phenyl-4-quinolinyl)oxy| - L-prolyl -4 , 5-didehydro- , methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I X J 




(CH 2 )5^CH 2 



HN_ .OBu-t 



RN 770742-6S-9 CAPLUS 

CN L-Norvaline, (2S) -2-11(1, 1 -dimethylethoxy) carbonyl ] amino] - 8-nonenoyl - <4R>- 
4 - I <7-methoxy- 2-phenyl -4 -quinol inyl ) oxy] -L-prolyl -4 . 5-didehydro- . methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



^ , N. 1 
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^S^ <CH 2 )5^CH 2 
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Preparation of amino acid derivatives as antibacterial 
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SOURCE : 
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FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



agents 

Anderson, Neils H.,- Bowman. Jason,- Erwin. Alice,- 

Ha r wood, Eric- Kline, Toni,- Mdluli, Khisimuzi; Ng 

simon,- Ptister, Keith b . ,- shawar, Ribhi.- wagman, 

Allan,- Yabannavar, A3ha 

Chiron corporation, USA 

PCT Int . Appl . . 324 pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



KIND DATE 



APPLICATION NO. 



HO 2004062601 
HO 2004062601 

H: AE, AO, AL, 

CN, CO, CR, 
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AU 2004204760 
CA 2512582 
US 2004229955 
EP 161B0B7 

R: AT, BE, CH . 

IE, SI, LT, 
CN 1777577 
JP 2006S19772 
MX 2005PA07394 
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US 200615498B 
US 2007244197 
PRIORITY APPLN , INPO. : 



20040729 WO 2004-US433 

20050421 
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Al 20040729 
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OB, DK. ES, FR, GB 

LV, FI, RO, MK, CY 
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Al 20071018 



BB . BG , 
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AU 2004- 
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US 2004- 
EP 2004- 
OR. IT, 
AL. TR, 
CN 2004- 
JP 2006- 
MX 2005- 
IN 2005- 
US 2005- 
US 2006- 
US 2003- 
US 2003- 
US 2003- 
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WO 2004- 



KE. KG. KP. 



BY, BZ, CA, CH, 
ES. FI, GB, GD, 
KZ , LC , 



MW, MX, MZ 



204760 

2S125B2 

754928 

700887 
LI. LU, 
BG , CZ , 

80005935 

500858 

PA7394 

KN1343 

187708 

417346 

438S23P 

466974P 

520211P 

754928 

US4 3 3 



20040108 
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NL. SE, MC, PT, 
EE, HU, SK 

2004010B 
20040108 
20050707 
20050712 
20050722 
20060503 
P 20030108 
P 20030430 
P 20031113 
Al 20040108 
W 20040108 



MAR PAT 14 1:157473 



absent or alkene, alkyne. CO, etc.; Y - Cun) substituted -cycloalkyl . -aryl. 
-heterocyclyl or -heteroaryl ,- X ■ CO, alky lcarbonyl , alkenylcarbonyl , 
alkynylgarbonyl . methylene, or when 8 is absent X and A together form 
heterocyclic ring, B • absent or substituted aminoal kyl carbonyl / R3 * H or 
(un) substituted alkyl, or R3 and A together form a cycloalkyl or 
heterocyclic ring, R4 » H or (un) substituted alkyl, or R4 and A together 
form a heterocyclic ring,- n • 0-2; A ■ H, acetylene, alkyl, etc./ 0 • 
absent or substituted amide, SH, S02NH2, C02H, etc.) are disclosed; As 
well as stereoisomers , pharmaceut ical ly acceptable salts, esters, and 
prodrugs thereof; pharmaceutical compns. comprising such compds./ methods 
of treating bacterial infections by the administration of such compds./ 
and processes for the preparation of the compds. Thus, e.g., II was prepared 

via 

amidation of 3 -bromo-4 - f luorobenzoic acid with L-threonine Me ester 
hydrochloride followed by substitution with hydroxylamine hydrochloride. 
This invention pertains generally -to treating infections caused by 
gram-neg. bacteria. More specifically, the invention described pertains 
to treating gram-neg. infections by inhibiting activity of 
UDP-3-o- IR- 3 -hydrojcydecanoyl ) -N- acetyl glucosamine deacetylase (LpxC) . 
Many of i displayed an ICS0 value of less than 10 uM with respect to 
inhibition of LpxC. 
IT 728865-86-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation)/ THU 
(Therapeutic use); BIOL (Biological study)/ PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of amino acid derivs. as antibacterial agents) 
RN 728865-86-9 CAPLUS 

CN L-Threoninamide, (4R) -1- ( [1, 1 ' -biphenyl] -4-ylacetyl) -4 -hydroxy-L-prolyl-N- 
hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Title compds. I IE • absent or H. (un) substituted-alkyl . -alkenyl. -aryl, 
etc.; L - absent or CONH. NHCO. (un) substituted alkyl. etc.; D * absent or 
(un) substituted -cycloalkyl , -aryl, -heterocyclyl or -heteroaryl.- G » 
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PRIORtTY APPLN. INFO 




US 2003' 


-346737 




A 20030116 






DK 2003- 


-749 
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WO 2004 
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W 20040116 


AB The invention provides putative "drugable" protein targets 


and actively 


binding' ligands 


identified in an effici 


.ent and 


reproduc: 


Lble 


process by 



determining the affinity of protein mixts. to libraries of ligand compds. of 
defined size and composition The libraries are used to isolate and identify 
previously unknown corresponding protein- 1 igand binding pairs from a mixture 
of proteins and a library of compds., and are particularly useful to 
identify differentially selective protein- 1 igand binding pairs, for 
example, representing a single physiol. state or several varied but 
related states, such as disease V3. normal conditions. The invention also 
provides processes for identifying such protein- 1 igand binding pairs. 
IT 724785-48-2P 7309S8-21-1P 730958-24-4P 

RL: BSU (Biological study, unclassified); CPN (Combinatorial preparation),- 
THU (Therapeutic use)/ BIOL (Biological study); CMBI (combinatorial 
study) / PREP (Preparation); USES (Uses) 

(affinity fishing for ligands and protein receptors by an efficient 
process involving protein mixts. and ligand libraries) 
RN 724785-48-2 CAPLUS 

CN L-Proline. L-pheny la lanyl • 3 - ( 1 . 1 ' - bipheny 1 1 - 4 -yl - p-alanyl - 3 - I < 1 - 

oxohexadecyllaminol -L-alanyl- (4R) - 4 - hydroxy- L- prolyl - L'- threony 1 - 4 -hydroxy- 
, <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 730958-21-1 CAPLUS 

CN 2-Azetidinecarboxylic acid, L- phenylalany 1 - (4S>-4- I tbisl t (1. 1 - 

dimethylethoxy) carbonyl ] amino) methylene J amino] - L-prolyl - L- u-aspartyl - 
3- (1,1 --biphenyl) -4-yl- p-alanyl - L- hist idyl - , <2S>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Ph 

I 




RN 730958-24-4 CAPLUS 

CN L-Proline. L- pheny la lanyl - L- u-aspartyl - L- t ryptophyl - (4S) -4- 

[ (bis( I It, l -dimethylethoxy) carbonyl) amino) methylene) amino) -L-prolyl-L- 
threonyl-4- I Ibis ( [ (1. l-dimethylet hoxy) carbonyl ) amino) methylene) amino) -. 
(4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 




O 
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LU, LV, MA, MD, MG. MK, MN, MW, 
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DK 2003-749 

WO 2004-DK23 



AB The invention provides a process for identifying specific members of a 

previously unknown protei n - 1 igand binding pair which comprises the steps 
Of (a) synthesizing a 1 igand library onto resin beads to form an 
immobilized 1 igand library, (b) incubating the immobilized 1 igand library 
with one or more protein mixts., ic) detecting an immobilized 
ligand-protein binding pair from the incubation mixture. *and (d) identifying 
the ligand and the protein of the ligand-binding pair. The identified 
1 igand and protein are specific members of a previously unknown 
ligand-protein binding pair, which, e.g., represent a single physiol. 
state or several varied but related states, such as disease vg . normal 
conditions. Thus, a peptide library which contains a photolabile linker 
and a spacer was used in solid-phase screening of labeled myocyte 
proteins. 

IT 7247B5-48-2P 

RLj ANT (Analyte), DON (Diagnostic use), SPN (Synthetic preparation); AN ST 
(Analytical study); BIOL (Biological study); PREP (Preparation),- USES 
(Uses) 

(affinity fishing for ligands and proteins receptors) 
RN 724785-48-2 CAPLUS 

CN L-Proline, L-phenylalanyl - 3 - U, 1 • -biphenyl] -4-yl- fi-alany 1 - 3 - [ ( 1 - 

oxohexadecyl ) amino) -L-alanyl - (4R) -4 -hydroxy - L- prolyl -L- threonyl -4 - hydroxy - 
, (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Smal 1 -Molecule Dimerization Inhibitors of wild-Type 
and Mutant hiv protease: A Focused Library Approach 
Shultz, Michael D.; Ham, Young -Wan; Lee, song -Oil; 
Davis, David A.,- Brown, Cars,- Chmielewaki, Jean 
Department of Chemistry. Purdue University, West 
Lafayette. IN, 47907, USA 

Journal of the American Chemical Society (2004), 

126(32), 9BB6-9887 
CODEN: JACSAT,- ISSN: 0002-7863 
American Chemical Society 
Journal 
Engl ish 

The authors demonstrate that a focused library based on truncated, 
crosslinked interfacial peptides of HIV-1 protease produces effective 
dimerization inhibitors of the enzyme. By combining individual changes of 
the library into a single compound, the authors obtained a significantly 
more potent agent and found that an additive increase in inhibitor 
efficacy was obtained. The good activity of library members against an 
active-site drug- res istant proteaBe mutant bodes well for dimerization 
inhibition as a complementary method to targeting the active site. 
IT 757224-45-6 

RL: PAC (Pharmacological activity); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(small-mol. dimerization inhibitors of wild-type and mutant HIV 
protease) 
RN 757224-45-6 CAPLUS 

CN L-Phenylalaninamide, (4R) -1- ( 1 5- carboxy- 1 -oxopentadecyl ) -4 -hydroxy- L- 
prolyl -L- leucyl - , <l-»i 1 ) -amide with L-asparaginyl-L-phenylalanine 

(9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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P4 cap modified tetrapept idyl a- ketoamides as 
potent hcv NS3 protease inhibitors 

Sun, David X.; Liu, Lifei,- Heinz, Beverly; Kolykhalov. 
Alexander; Lamar, Jason; Johnson, Robert B . ; Wang, 0. 
May.- Yip, Yvonne; Chen, Sbu-Hui 

Lilly Research Laboratory. A Division of Bli Lilly and 
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Bioorganic £ Medicinal Chemistry Letters (2004). 

14(16), 4333-4338 

CODEN: BMCLE8 ,- ISSN: 0960-B94X 



OTHER SOURCE IS) : 



Elsevier Science B.V, 

Journal 

English 

CASREACT 14 1:277876 
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N 
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AB The authors describe the design, syntheses, and biol . evaluation of new 
series of P4 tetrazole and adipic acid, ester, amide capped tetrapept idyl 
a-ketoamides as inhibitors of hepatitis C virus (HCV) NS3 protease. 
For example, peptidyl ketoamide I was not only a highly potent inhibitor 
(Ki - 22 nM) of HCV NS3 protease, but also showed high selectivity towards 
human neutrophil elastase 1 (11BS times) . 
IT 642090-80-0 757246-85-B 

RL: PAC (Pharmacological activity), ■ BIOL (Biological study) 

(preparation and biol. activity of P4 cap-modified tetrapept idyl ketoamides 
as HCV NS3-protease inhibitors with selectivity towards neutrophil 
elastase) 
RN 642090-80-0 CAPLUS 

CN L-Prolinamide, N- (pyrazi ny lcarbonyl ) -L-valyl-L-valyl-N- ( 1 - formyl propyl I -4 - 
KJ-naphthalenylcarbonylloxyl -, (4R> - I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



f H f 'I 



RN 7S724 6-85-8 CAPLUS 

CN L-Prolinamide, N- (5-carboxy- 1 -oxopentyl) -L-valyl-L-valyl-N- (1- 

formylpropyl 1-4-1 (2-naphthalenylcarbonyl ) oxy) - , (4RI- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



•r 



i 



IT 402956-85-8P 402956-86-9P 402956-87-0P 
402956-89-2P 402957-78-2P 757246-86-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation and biol. activity of P4 cap-modified tetrapeptidyl ketoamides 
as HCV NS3 -protease inhibitors with selectivity towards neutrophil 
elastase) 
RN 402956-8S-8 CAPLUS 

CN L-Prolinamide, N- (l-oxo-5- (lH-tetrazol -S-yl ) pentyl) -L-valyl-L-valyl-N- [i- 
( (cycl opropyl amino) oxoacetyl ) butyl J -4- ( ( (3 , 4 -dihydro- 2 UH> - 
isoquinolinyllcarbonylloxyl -. (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




402956-86-9 CAPLUS 

Qlycine, N- [l-oxo-S- < 1H- tetrazol - 5-yl 1 pentyl ] -L-valyl-L-valyl- (4R) -4- 
[ 1 [3 .4 -dihydro- 2 (1H) - isoquinol inyl ) carbonyl 1 oxy] -L- prolyl -3 - amino- 2- 
oxohexanoyl- (9Clt (CA INDEX NAME) 



Absolute stereochemistry. 




o 



RN 402956-87-0 CAPLUS 

CN L-Prolinamide. N- f l-oxo-5- ( IH-tetrazol - 5-yl ) pentyl I - L-valyl - L- valyl -4 - 
[l(3,4-dihydro-2(lH) • isoqu inol inyl > carbony 1 ) oxy) - N- II- loxo 1 1 (is) -1- 
phenylethyll amino) acetyl) butyl) -, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 402956-89-2 CAPLUS 

CN L- Prol inamide. N- 16 - (methyl ami no) - 1 , 6-dioxohexyl ) -L-valyl - L-valyl -N- ( 1- 
I (cyclopropyl ami no) oxoacetyl 1 butyl 1-4-11(3, 4 -dihydro-2 1 1H> - 
isoqu inol iny Dear bony Doxy! - . <4R>- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 4029S7-78-2 CAPLUS 

CN L-Prolinamide. N- { 6-methoxy- 1 , 6-dioxohexyl ) -L-valyl-L-valyl-N- (1- 
[ (cyclopropylamino) oxoacetyl) butyl) -4- I I ( 3 , 4 -di hydro- 2 ( 1H) - 
isoquinol iny) > carbony 1 1 oxy) (4R)- (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 




RN 757246-86-9 CAPLUS 

cn L-Prolinamide. N- (5- carboxy l -oxopentyl) -L-valyl -L-valyl -N- (i- 
1 (cyclopropyl ami no I oxoacetyl ) butyl 1 -4- ( ( (3 . 4 -dihydro-2 (1H) - 
isoquinol inyl) carbonyl) oxy] -, I4R) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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402958-60-5P 

RL: RCT (Reactant); SPN (Synthetic preparation), PREP (Preparation); RACT 

(Reactant or reagent) • 

(preparation and biol . activity of P4 cap-modified tet rapept i dy 1 ketoamides 
as HCV NS3-protease inhibitors with selectivity towards neutrophil 
elasts.se) 

402958-60-S CAPLUS 

L-Prolinamide, N- 15- (1- ( 1 -methyl - 1-phenylethyl ) - IH-tetrazol -S-yl 1-1- 
oxopentyll -L-valyl-L-valyl-N- (1 - (2- (cyclopropylamino) - 1 -hydroxy-2 - 
oxoethyl) butyl) -4-11 (3 , 4 -dihydro- 2 (1H) - isoquinol inyl ) carbonyl) oxy) - , (4R) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Ovchinnikova, T . V.; Arseniev, A. S. 
Shemyakin-Ovchinnikov Institute of Bioorganic 
Chemistry, Russian Academy of Sciences. Moscow, Russia 
Biophysical Journal (2004). 86(6). 3687-3699 
CODEN: BIOJAU; ISSN: 0006-3495 
PUBLISHER: Biophysical society 

DOCUMENT TYPE : Journal 
language; English 

ab Zervamicin IIB (Zrv-IIB) is a channel- forming peptaibol antibiotic of 
fungal origin. The measured t i ana hydrogen bond 3hJNC' couplings in 
methanol solution heaving average value of -0.41 Hz indicate that the stability 
of the Zrv-IIB helix in this milieu is comparable to the stability of 
helixes in globular proteins. The N-terminus of the peptide forms an 
ci-helix, whereas 310-helical hydrogen bonds stabilize the 
C- terminus. However, two weak transhydrogen bond peaks are observed in a 
long-range HNCO spectrum for HN Aibl2. Energy calcns. using the Empirical 
Conformation Energy Program for Peptides (ECEPP)/2 force field and the 
implicit solvent model show that the middle of the peptide helix 
accommodates a bifurcated hydrogen bond that is simultaneously formed 
between HN Aibl2 and co Leus and Co Aib9. Several lowered 3hJNC' on a 
polar tace of the helix correlate with the conformational exchange process 
observed earlier and imply dynamic distortions of a hydrogen bond pattern 
with the predominant population of a properly folded helical structure. 
The refined structure of Zrv-IIB on the basis of the observed hydrogen bond 
pattern has a small (,apprx.20») angle of helix bending that is 
virtually identical to the angle of bending in dodecylphosphochol ine (DPC) 
micelles, indicating the stability of a hinge region in different 
environments. NMR parameters (1HN chemical shifts and transpeptide bond 
UNC couplings) sensitive to hydrogen bonding along with the solvent 
accessible surface area of carbonyl oxygens indicate a large polar patch 
on the convex side of the helix formed by three exposed backbone carbonyls 
of Aib7, Aib9, and HyplO and polar side chains of HyplO. Qlnll, and HyplJ. 
The unique structural features, high helix stability and the enhanced 
polar patch, set apart zrv-HB from other peptaibol a (for example, 
alamethicin) and possibly underlie its biol. and physiol . properties. 

IT 79395-8S-0, Zervamicin IIB 
RL: PRP (Properties) 

(NMR studies of conformation and hydrogen bond structure of peptaibol 
zervamicin IIB) 

RN 79395-85-0 CAPLUS 

CN L- Prol inamide. N- acetyl - L- tryptophyl - L- isoleucyl - L-glutaminyl -D- i sovalyl - L- 
isoleucyl -L-threonyl - 2 -methylalanyl-L-leucyl -2-methylalanyl- (4R) -4-hydroxy- 
L- prolyl -L-glutaminyl -2 -met hylalanyl- <4R> -4 -hydroxy- L- prolyl - 2- 
methylalanyl-N-[ll5)-l-(hydroxymethyl)-2-phenylethyH- (CA INDEX NAMB) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2004:498168 CAPLUS 
141 : 184589 

Novel Azapeptide Inhibitors of Hepatitis c virus 
Serine Protease 

Bailey, Murray D. ; Ha linos, Ted; Goudreau. Nathalie; 
Lescop, Ewen/ LI inas-Brunet . Mont a e 
Research and Development, Boehringer Ingelheia 
(Canada) Ltd., Laval, OC. H7S 2G5, Can. 
Journal of Medicinal Chemistry (2004), 47(15). 
3788-3799 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASRKACT 141;1845B9 

Azapeptides are known inhibitors of several serine and cysteine proteases. 
In seeking different classes of inhibitors for the HCV serine protease, a 
series of novel azapept ide-based inhibitors were investigated which 
incorporated noncleavable Pl/Pl' aza-amino acyl residues. Extensive BAR 
studies around the Pl/Pl" aza-amino acyl fragment resulted in the 
identification of potent and selective inhibitors. Using NMR studies, the 
authors have shown that this series of inhibitors bind in a noncovalent 
competitive fashion to the NS3 protease active site. The bound 
conformation of one of these new azapept ide-based inhibitors was determined 
using the transfer NOE technique. Incorporation of these new aza-amino 
acyl functionalities in the Pi position provided a handle to probe for new 
interactions in the S 1 region of the enzyme. 
220425-44-5P 22042S-46-7P 737001-69-3P 
737OO1-70-6P 

RL: PAC (Pharmacological activity); PRP < Proper t i es ) .- SPN {Synthetic 
preparation), THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation),- USES (Uses) 

(novel azapeptide inhibitors of hepatitis C virus serine protease) 
220425-44-5 CAPLUS 

L- Norva I ine. N- acetyl - L- <i-aspartyl - L- o-aspartyl - L- isoleucyl - L- 
valyl - <4R) -4- (phenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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220425-46-7 CAPLUS 
L-Norvaline, N-acetyl-L-< 



valyl- (4R) -4- (phenylmethoxy) -L-prolyl - 
Absolute stereochemistry. 



as part yl -D- a -glutamyl - L- isoleucyl - L- 



(CA INDEX NAME) 



RN 737001-70-6 CAPLUS 

CN L-Norval inamide, N- acetyl - L- o-aspartyl -D- u-glutamyl - L- 

isoleucyl-L-valyl- MR) -4- (phenylmethoxy) -L-prolyl- (9CI> (CA INDEX I 

Absolute stereochemistry. 




N a Pr-n 



RN 737001-69-3 CAPLUS 

CN D-Norvaline, N- acetyl - L- n -aspartyl - D- c»-glutamyl -L- isoleucyl - L- 
valyl- <4R) -4- (phenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 
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of Australian isolates of Paeci lotnyces lilacinus 
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AB The relationship between leucinostatin production by Paecilomyces lilacinus 
isolates and their biol . activities was evaluated. The nemat icidal , 
parasitic and enzymic activity of Australian P. lilacinus isolates were 
investigated. Nemat icidal activities of culture filtrates were measured 
by mortality and inhibition of reproduction of Caenorhabditis elegans, whereas 
egg-parasitic activity was measured by colonization on Meloidogyne 
javanica. Enzymic activities (protease and chitinase) were assayed on 
solid media. The results suggest that leucinostatins in P. lilacinus are 
indicators of nematicidal activity, whereas chitinase activity might be 
related to parasitism. Thus, nematicidal activity of culture filtrates of 
Paecilomyces lilacinus strains related to their ability to produce 
leucinostatins. This is the first study describing the leucinostatins as 
nemat icides. 

IT 76663-52-0. Leucinostatin B 100349-85-7, Leucinostatin F 
106426-90-0, Leucinostatin D 109539-58-4, Leucinostatin 
H 

RL: AOR (Agricultural use); BSU (Biological study, unclassified),- BIOL 
(Biological study); USES (Uses) 

(production of leucinostatins and nematicidal activity of Australian 

isolates of Paecilomyces lilacinus (Thorn) Samson) 

RN 76663-52-0 CAPLUS 

CN Leucinostatin B (9C1) (ca index name) 
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Double bond geometry as shown. 
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inhibits growth of human breast cancer: Investigation 
of the pharmacophore and synthesis optimization 
DeFreest, L. A.; Mesfin, F. B . ; Joseph, L. / McLeod, D. 
J.; Stallmer. A.,- Reddy. s./ Balulad. S. s,, Jacobson. 
H. I..- Andersen, T. T. i Bennett, J. A. 
center for Immunology and Microbial Disease. Albany 
Medical College, Albany, NY. USA 

Journal of Peptide Research (2004). 63(5). 409-419 
CODEN: JPERFA; ISSN; 1397-002X 
Blackwell Publishing Ltd. 
Journal 
English 

A synthetic peptide that inhibits the growth of estrogen receptor pos . 
(ER.) human breast cancers, growing as xenografts in mice, has been 
reported. The cyclic 9-mer peptide, cyclolEMTOVNOGQJ . is derived from 
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a- fetoprotein (AFP) , a safe, naturally occurring human protein 
produced during pregnancy, which itself has antiestrogenic and antibreast 
cancer activity. To determine the pharmacophore of the peptide- a series of 
analogs was prepared using sol id- phase peptide synthesis. Analogs were 
screened in a 1-day bioassay, which assessed their ability to inhibit the 
estrogen-stimulated growth of uterus in immature mice. Deletion of 
glutamic acid, clui, abolished activity of the peptide, but glutamine 
(Oln) or asparagine (Aan) could be substituted for Glul without loss of 
activity. Methionine <Met2> was replaced with lysine ILys) or tyrosine 
(Tyr) with retention of activity. Substitution of Lys for Met2 in the 
cyclic mol. resulted in a compound with activity comparable with the 
Met 2- containing cyclic mol . , but with a greater than twofold increase in 
purity and corresponding increase in yield. This Lys analog demonstrated 
antibreast cancer activity equivalent to that of the original Met-containing 
peptide. Therefore, Met2 is not essential for biol . activity and 
substitution of Lys is synthetically advantageous. Threonine (Thr3) is a 
nonessential site, and can be substituted with serine iserl , valine (Val), 
or alanine (Ala) without significant loss of activity. Hydroxyprol ine 
(Hyp), substituted in place of the naturally occurring prolines (Pro4, 
Pro7) , allowed retention of activity and increased stability of the 
peptide during storage. Replacement of the first Pro (Pro4) with ser 
maintains the activity of the peptide, but substitution of Ser for the 
second Pro (Pro7) abolishes the activity of the peptide. This suggests 
Chat the imino acid at residue 7 is important for conformation of the 
peptide, and the backbone atoms are part of the pharmacophore, but Pro4 is 
not essential. Valine <ValS) can be substituted only with branched-chain 
amino acids (isoleucine. leucine or Thr) ; replacement by D- val ine or Ala 
resulted in loss of biol. activity. Thus, for this site, the bulky 
branched side chain is essential. Asparagine (Asn6) is essential for 
activity. Substitution with oln or aspartic acid (Asp), resulted in reduction 
of biol. activity. Removal of glycine (Gly8> resulted in a loss of 
activity but nonconservat ive substitutions can be made at this site 
without a loss of activity indicating that it is not part of the 
pharmacophore. Cyclization of the peptide is facilitated by addition of 
0ln9. but this residue does not occur in AFP nor is it necessary for 
activity. Gln9 can be replaced with Asn, resulting in a mol. with similar 
activity. These data indicate that the pharmacophore of the peptide 
includes side chains of Val5 and Asn6 and backbone atoms contributed by 
Thr3, valS, Asn$, Hyp 7 and Gly8. Met 2 and Qln9 can be modified or 
replaced. Olul can be replaced with charged amino acids, and is not 
likely to be part of the binding site of the peptide. The results of this 
Study provide information that will be helpful in the rational 
modification of cyclo (EMTOVNOGQ) to yield peptide analogs and 
peptidomimetics with advantages in synthesis, Pharmacol, properties, and 
biol. activity. 
IT 393827-71-9 7309J7-53-6 730937-56-1 
730937-59-4 730937-62-9 730937-64-1 
730937-69-6 

RL: PAC (Pharmacological activity); THU (Therapeutic use),- BIOL 
(Biological study).- uses (Uses) 

(pharmacophore and synthesis optimization of peptide, derived from 
a- fetoprotein, that inhibits growth of human breast cancer) 
RN 393827-71-9 CAPLUS 

CN Glycine, L-a-glutamyl-L-methionyl -L-threonyl - (4R) -4 - hydroxy- L-prolyl - 

L-valyl-L-asparaginyl- (4R> -4 - hydroxy- L- prolyl - (9C1) (CA INDEX NAME) . 

Absolute stereochemistry. 



M«S, 




O 



RN 730937-53-8 CAPLUS 

CN Glycine, L-ti-glutamyl - L- lysyl -L-threonyl - <4R> -4 -hydroxy -L- prolyl -L- 
valyl-L-asparaginyl- <4R) -4 -hydroxy- L-prolyl- (9CI) 1CA INDEX NAMB) 

Absolute stereochemistry. 




RN 730937-56-1 CAPLUS 

CN Glycine. L-u-glutamyl-L-tyrosyl -L-threonyl- <4R) -4 -hydroxy- L-prolyl - L- 
valyl-L-asparaginyl- <4R> -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 730937-59-4 CAPLUS 

CN Glycine, L-u-g lutamyl - L-met hionyl -L-valyl- <4R) -4 -hydroxy - L- prolyl -L- 
valyl-L-asparaginyl- (4R> - 4 -hydroxy- L- prol yl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 730937-62-9 CAPLUS 

CN Olycine, L-u -g 1 utamyl - L-methionyl - L-alanyl - (4R> -4 -hydroxy- L-prolyl - L- 
valyl-L-asparaginyl- (4R) -4-hydroxy-L-prolyl- <9CI) {CA INDEX NAME) 

Absolute stereochemistry . 
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730937-64-1 CAPLUS 

Glycine. L-u -glutamyl - L-methionyl - L-seryl - (4R) -« -hydroxy- L-prolyl -L- 
valyl-L-asparaginyl- (4R> -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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730937-69-6 CAPLUS 

Glycine, L-n-glutamyl -L- <i-glutamyl - L- seryl -MR) - 4 - hydroxy- L- 
prolyl-L- isoleucyl -L-asparoginyl- (4R> - 4 - hydroxy- L- prolyl - {9CI } 



(CA INDEX 



Absolute stereochemistry . 
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Determining sequences and post-translationa] 
modifications of novel conotoxins in Conus victoriae 
using cDNA sequencing and mass spectrometry 
Jakubowski. Jennifer A.,- Keays. David A.. Kelley, 
Wayne P.; Sandal 1. David W..- Bingham, Jon- Paul; 
Livett, Bruce G.,- Gayler, Ken R . ; Sweedler, Jonathan 
V. 

Department of Chemistry and the Beckman Institute, 



University of Illinois, Urbana- Champaign, IL, 61801, 
USA 

source: Journal of Mass spectrometry (2004). 39(5), 548-557 

C0DEN: JMSPFJ; ISSN: 1076-5174 
publisher: John Wiley 4 Sons Ltd. 

document type: Journal 
language: English 

AB A combination of cDNA cloning and detailed mass apectroraet ric analyses was 
employed to identify novel conotoxins from Conus victoriae. Eleven 
conotoxin sequences were determined using mol . methods: one belonging to the A 
superfamily (Veil), six belonging to the O auper family (Vc6 . 1-Vc6 . 6) and 
four members of the T superfamily (Vc5 . 1 - Vc5 . 4 ) . In order to verify the 
sequences and identify the post - translat ional modifications (excluding the 
disulfide connectivity) of three Conus victoriae conotoxins, vela, vc5a 
and vc6a, deduced from sequences Vcl . 1 , Vc5.1, and Vc6.i, resp., liquid 
chromatog . /elect rospray ionization ion trap mass spectrometry, 
matrix-assisted laser desorption/ ioni zat ion time -of - flight mass 
spectrometry and nanospray ionization ion trap mass spectrometry with 
collisionally induced dissociation were performed on reduced and alkylated 
venom tractions, we report that vela, the native form of 
a -conotoxin Vcl . 1 (an unmodified 16 amino acid residue peptide that 
has notable pain-relieving capabilities), includes a hydroxyprollne and a 
y-carboxyglutamate residue. Conotoxin vc5a is a 10 -residue peptide 
with two disulfide bonds and a hydroxyprollne and vc6a is a 25 amino acid 
peptide with three disulfide bonds. 

IT 743457-34-3P , Conotoxin Vc la 

RL: BSU {Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation) 
(cDNA sequences and post -translat ional modifications of Conus victoriae 
conotoxins from venom) 

RN 7434 57- 34 -3 CAPLUS 

CN L-Cysteinamide, glycylglycyl • L-cysteinyl -L-seryl-L- o-aspartyl • (4R) -4 - 
hydroxy- L- prolyl -L-arginyl - L- cysteinyl - L-asparaginyl - L- tyrosyl -L- a- 
a8partyl-L-histidyl-L-i80leucyl-4-carboxy-L- a -glutamyl -L- isoleucyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Synthesis of D- and L-2, 3-trans-3,4-cis-4 . s-trans-J,4- 
Oi hydroxy- 5- hydroxymethyl prol ine and Tri peptides 
Containing Them 

Moreno -Vargas. Antonio J.; Robina, Inmaculada; 
Petricci, Elena,- Vogel , Pierre 

Laboratoire de Glycochimie et de Synthese Asymetri que , 
Swiss Federal Institute of Technology (EPFL) , 
Lausanne-Dorigny , CH-1015, Switz. 

Journal of Organic Chemistry (2004), 69(13), 4487-4491 

CODEN: JOCEAH; ISSN ; 0022-3263 

American Chemical society 

Journal 

English 

CASREACT 14 1:140758 



.V 0 



Boc 
Boc 



x 

Me Me 



NH 2 

S^- s° Me 
Me Y 0 1 

W ■ 



AB Enantiomerically pure (-)- and ( ♦ ) - 7- (tert -butoxycarbonyl ) - 5. 6-exO- 

isopropylidenedioxy- 7-azabicyclo 12 . 2 . 1 1 heptan- 2-ones . I and IX, resp., 
were prepared I and II were converted into 0- and L-2, 3-trana-3,4-Cia-4, 5- 
trans-N- ( tert -butoxycarbonyl) - 5 -hydroxymethyl -3 , 4 - 

isopropylidenedioxyprolinea, III and IV, resp. Applying the Boc and Pmoc 
strategies of peptide synthesis, these compds . were used to const met two 
tripeptides. For example, III was incorporated into peptide synthesis to 

give tripeptide V. 
IT 726192-27-4P 

RL: rct (Reactant); SPN (synthetic preparation)/ PREP (Preparation); RACT 
(Reactant or reagent) 

(asym. preparation of <di hydroxy) hydroxymethyl proline and its incorporatio 

into tripeptides) 

RN 726192-27-4 CAPLUS 

CN L- Valine, N- I (9H-1 luoren - 9 -y Imethoxy > ear bony 1 ) -D-alanyl- (33, 4R, 5R) -3.4- 

dihydroxy-5- (hydroxymethyl ) -D-prolyl- , phenylmethyl ester (9CI> (CA INDEX 

NAME) 

Absolute stereochemistry. 




IT 726192-28-SP 

RL: SPN (Synthetic preparation).- PREP (Preparation) 

(a8ym. preparation of < di hydroxy ) hydroxyme thy 1 proline and its incorporation 
Into tripept idea) 
RIJ 726192-28-5 CAPLUS 

CN L-Valine, D-alanyl- (3S , 4R, 5R) - 3 . 4 -dihydroxy- 5 - (hydroxymethyl > -D-prolyl - . 
phenylmethyl ester <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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Promising new directions in anc idepressant development 
Garlapati. V..- Boyer, W. P.; Feighner. J. P. 
Department of Psychiatry and Behavioral Sciences, 
University of Kansas School of Medicine, Wichita, ks. 
67214, USA 

Handbook of Experimental Pharmacology (2004). 
157 (Antidepressants) , S6S-582 
CODEN : HEPHD2. ISSN : 01 TV- 2004 
Springer-Verlag 
Journal, General Review 
Engl ish 

A review. This chapter extends the discussion of novel mechanisms of 
action that may mediate antidepressant efficacy presented in the previous 
chapter and reviews findings concerning investigational antidepressants 
that are currently either in phase II or III clin. testing and for which 
data are available in the public domain. Six neuropeptides that are 
currently of interest in antidepressant drug development are discussed: 
corticotropin releasing hormone (CRH) , substance P lalso known as 
neurokinin 1 (NK1 ) ) , neuropeptide Y (NPY) , galanin, vasopressin (vpn) , and 
oxytocin. These six were chosen because there are animal and/or human 
data that support a potential role for each of them in the pathophysiol 
of clin. depression. The role of each of the six neuropeptides in the 
pathophysiol . of depression is reviewed. Results in the public domain 
concerning investigational antidepressants affecting one ot these 
mechanisms of action are available only tor the first two 
neuropeptides -CRH and substance P. Data are described for R121919. a 
CRH-1 receptor antagonist, and for the substance P antagonist. MK-B69. 
Note that there are other investigational antidepressants in phase I or 
early phase II testing for which efficacy data are either not available or 
not yet in the public domain which are not discussed in this chapter. The 
naturally occurring neuropeptides described in the first part ot" the 
chapter have multiple functions throughout the body and thus drugs acting 
on these peptides could produce multiple unwanted effects. For that 
reason, it might be desirable to design novel peptides that have 
therapeutic potential with minimal side effects. Findings concerning one 



such novel peptide are presented: INN 00835 (nemifitide) is a synthetic 
pentapepttde that has shown promise in preclin. and clin. trials as a 
future antidepressant. 

IT 173240-15-8, Nemititide 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use),- BIOL (Biological study); USES (Uses) 
(six neuropeptides in antidepressant drug development) 

RN 173240-15-8 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro-L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl -L- 
arginylglycyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Disposition of caspofungin, a novel antifungal agent, 
in mice, rats, rabbits, and monkeys 

sandhu- Punam; Xu, Xin; Bond is Key, Peter J./ Balani, 
Suresh K . ; Morris. Michael L. , Tang, Yui S. ( Miller. 
Alisha R . ,• Pearson. Paul o. 

Department of Drug Metabolism, Merck Research 
Laboratories, West Point, PA, 19486, U3A 
Antimicrobial Agents and chemotherapy (2004), 48(4), 

1272-1280 

CODEN: AMACCQ; ISSN: 0066-4 804 
American Society for Microbiology 
Journal 
Engl ish 

The metabolism, excretion, and pharmacokinetics Of caspofungin (Cancidaa,- 
Merck i Co., Inc.) were investigated after administration of a single i.v. 
dose to mice, rata, rabbits, and monkeys. Caspofungin had a low plasma 
clearance (0.29 to 1.05 mL/min/kg) and a long terminal elimination 
half-life (11.7 h to 59.7 h) in all preclin. species. The elimination 
kinetics of caspofungin were multiphasic and displayed an initial 
distribution phase followed by a dominant p-elimination phase. The 
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presence of low levels of prolonged radioactivity in plasma was observed and 
was partially attributable to the chemical degradation product MO. Excretion 
studies with 13HJ caspofungin indicated that the hepatic and renal routes 
play an important role in the elimination of caspofungin, as a large 
percentage of the radiolabeled dose was recovered in urine and teces. 
Excretion of radioactivity in all species studied was slow, and low levels 
of radioactivity were detected in daily urine and fecal samples throughout 
a prolonged collection period. Although urinary profiles indicated the 
presence of several metabolites (MO. Ml, M2, M3 , M4, M5, and M6) , the 
majority of the total radioactivity was associated with the polar metabolites 
Ml [4 (S> - hydroxy-4 - (4 - hydroxyphenyl ) - L* threonine] and M2 

[N-acetyl -4 (S) -hydroxy-4- (4 -hydroxyphenyl ) - L- threonine) . Caspofungin was 
thus primarily eliminated by metabolic transformation; however, the rate 
of metabolism was slow. These results suggest that distribution plays a 
prominent role in determining the plasma pharmacokinetics and disposition of 
caspofungin. as very little excretion or biotransformation occurred during 
the early days after dose administration, a period during which concns . in 
plasma fell substantially. The disposition of caspofungin in preclin. 
species was similar to that reported previously in humans. 
IT 314080-31-4 

RL: BSU (Biological study, unclassified), BIOL (Biological study) 

(disposition of caspofungin, a novel antifungal agent, in mice, rats, 
rabbits, and monkeys) 
RN 314080-31-4 CAPLUS 

CN L-Prolinamide, (4R) -1- (10, 12 -dimethyl - 1 -oxotetradecyl ) -4 , 5 - di hydroxy -D- 
prolyl-L-threcnyl- (4R) -4 - hydroxy- L-prolyl - (45) -4 -hydroxy-4 - (4- 
hydroxyphenyl) -L-threonyl - <3R> -3-hydroxy-L-ornithyl-3-hydroxy- . (3S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of pyrrolidine derivatives useful in 

treatment of hepatitis C viruB infection 

Hal ton, Philippe; Sayada, Chalom; Peryn. Jean-Marc, 

Perbost, Regis; Garzino. Frederic; Camplo. Michel; 

Courcambeck. Jerome; Pepe, Gerard 

3 D Gene Pharma. Fr. 

Eur. Pat. Appl . , 29 pp. 

CODEN: EPXXDW 

Patent 
English 
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A3 The invention relates to novel hepatitis C virus <HCV) protease inhibitors 
or Other flavivirus protease inhibitors, their synthesis, and use in 
pharmaceutical compna . for treating hepatitis c and related disorders 
related to activity against NS3 serine protease. Compds . I In is 1 or 2, 
Rl is H, R2 is an amine protecting group; R3 is alKyl or an amino acid 
side chain; R4 is an acid, ester, alkanoyl, or amide group; R5 is H, 
alkyl, or a carboxy protecting group,- R6. R9, RIO are H or alkyl; R7, R8 
are h, alkyl or cycloalkyl) or their optical and geometrical isomers, 
salts, etc. are claimed. Thus, peptide II (Boc « tert -butoxycarbonyl ) was 
prepared via coupling reactions in solution and its inhibitory activity shown 
graphically as the ratio hcv rna/gapdh rna. 

IT 6777S7-47-0P 6777S7-S2-7P 677757-56-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study). PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidine derivs. for treatment of hepatitis C virus 
infection) 
RN 677757-47-0 CAPLUS 

CN Butanoic acid, N- 1(1,1 -dimethylethoxy > carbonyl ) - L- <i- glutamyl - (4 R) - 4 - 

(1. 1-dimethylethoxy) -L-prolyl -2-amino-4 , 4 . 4 - tri f luoro- (9CI) (ca INDEX 
NAME) 

Absolute stereochemistry. 
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RN S7T757-S6-1 CAPLUS 

CN I,- Pro] inamide , N- [ <l . 1 -dimethylethoxy ) carbonyl ]- L- u- glutamyl -N-I(IS)- 

)- (carboxycarbonyl > - 3 -methyl butyl J -4- (1, l-dimethylethoxy) -, (4R)- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



(J ' -■' 



6777S7-46-9P 677757-S1-6P 677757-54-9P 
677757-55-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of pyrrolidine derivs. for treatment of hepatitis C virus 



ion) 



RN 677757-46-9 CAPLUS 

CN Butanoic acid, N- [(1,1 -dimethylethoxy) carbonyl ) - L- u -glutamyl - (4R) -4 « 

(1.1 -dimethylethoxy) - L-prolyl - 2 -amino-4 , 4 , 4 - tri f luoro- . bis (phenylroethyl) 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 6777S7-52-7 CAPLUS 

CN L-Prol inamide, N- [ (1. 1 -dimethylethoxy) carbonyl ) -L- u-glutamyl -N- [ (IS) - 
1- ( car boxy hydroxymethyl) - 3 -methylbutyl J -4- ( 1 , 1 -dimethylethoxy) • , (4R> - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



A. 



t-BuO NH 




RN 677757-51-6 CAPLUS 

CN L-Prol inamide, N- I ( 1 , 1 -dimethylethoxy) carbonyl ) - L- ((-glutamyl -4-11.1- 

dimethylethoxy) -N- I (IS) -1- ( l -hydroxy-2-methoxy-2-oxoethyl ) - 3 -methylbutyl I - 
, methyl ester, (4R>- (9Ci> ica index name) 

Absolute stereochemistry. 
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RN 677757-54-9 CAPLUS 

CN L-Prol inamide. N- I ( 1 , 1-dimethylethoxy) carbonyl ) - L- u-glutamyl -N- I (IS) - 
1- lcyano(triphenylphosphoranyl idene) acetyl ) - 3 -methylbutyl ] -4 - ( 1 . 1 - 
dimethylethoxy)-, methyl ester. UR>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i-Bu PPh- 



dimethylethoxy) -N- [ (IS) -i- (methoxyoxoacetyl ) - 3 -methylbutyl ) - 

ester, (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS On STN 
2004:3032B0 CAPLUS 
141:64360 

Capped dipeptide phenethyl amide inhibitors of the HCV 
NS3 protease 

Nizi. Emanuela; Koch, Uwe; Ontoria. Jesus M. ; 
Marchetti, Antonella,- Narjes, Prank/ Malancona. 
Savina; Matassa, victor a.; oardelli, Cristina 
Department of Chemistry. IRBM, MRL Rome. Rome. 00040. 

Italy 

Bioorganic b Medicinal Chemistry Letters (2004), 
14(9). 215X-2154 

COD EN : BMCLEB, ISSN: 0960- 8 94 X 

Elsevier science B.V. 
Journal 
Engl ish 

CAS REACT 141:64380 

The N- terminal amino acid of phenethyl amide tripeptide inhibitors of the 
hepatitis C virus NS3 protease can be replaced with an a-hydroxy 
acid to obtain more drug like' inhibitors with low micromolar activity. 
The preferred s-conf iguration of the capping residue can be explained by 
mol . modeling studies. 
IT 467441-55-0P 467441-S6-1P 467441-57-2P 
467441-67-4P 467441-68-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use), BIOL (Biological study); PREP (Preparation); USES 

(uses) 

(preparation and structure-activity relationship studies of capped dipeptide 
phenethylamide derivs. as inhibitors of hepatitis C virus (HCV) NS3 
protease) 
RN 467441-55-0 CAPLUS 

CN Benzoic acid, 4 - [2- [ I (23) -4 ,4 -di fluoro-2- 1 1 J US, 4R) - 1- I (2S) - 2 - hydroxy- 3 - 
methyl - 1-oxobutyl] -4 - (phenyl met hoxy ) -2 -pyrrol idinyl ) carbonyl 1 amino) -1- 
oxobutyllaminojethyl] -3 , 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 



PUBLISHER : 
DOCUMENT TYPE; 
LANGUAGE : 
OTHER SOURCE ( 
AB 



RN 677757-55-0 CAPLUS 

CN L-Prolinamide, N- Ml. l -dimethylethoxy) carbonyl ) - L- <i-glutamy 1 - 4 - < 1 , 1 - 



0 I 

u 



XX. 



C02H 

RN 467441-56-1 CAPLOS 

CN Benzoic acid, 4 - [2 - [| (2S) -2- [ [ ( <2S, 4R> -4 - I (4 -bromophenyl ) methoxy) - 1- I (2S) - 
2 -hydroxy- 3 -methyl - 1 -oxobutyl] - 2 -pyrrol idinyl ] carbonyl ) amino] -4 , 4 -dif luoro- 
l-oxobucyl]amino] ethyl] -3 , 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 



i-Pr s y o 



u 1 



RN 467441-57-2 CAPLUS 

CN Benzoic acid. 4- 12 - ( I (2S1 -4,4 -di f luoro-2- t [( (2S.4R) -1- [ (2S) - 2- hydroxy- 3 - 
methyl - 1 -oxobutyl ] -4- (3 -phenyl propoxy) - 2 -pyrrol idinyl ) carbonyl ) amino] -1- 
oxobutyl) amino) ethyl) -3, 5 -dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 



, (CH 2 )-j J.J? / 



RN 46744 1-67-4 CAPLUS 

CN Benzoic acid, 4- 12- [ ( (2S> -2- ((I (28.4R) -4- ( (2-chlorophenyDmethoxy) -I- [ (28) - 
2-hydroxy-3 -methyl- l-oxobutyl ] - 2 - pyrrol idi nyl ) carbonyl ) ami no] -4 , 4 -dif luoro- 
l-oxobutyllamino)ethyll -3 , 5-di f luoro- (CA INDEX NAME) 

Absolute, stereochemistry. 



5/ " 



X 



COjH 



RN 4 67441-68-5 CAPLUS 

CN Benzoic acid, 4 - (2 - [ [ (2S) -2 - I (( (2S.4R) -4- (cyclohexyloxy) -1- f (28) -2- hydroxy - 
3 -methyl - l-oxobutyl ) - 2 - pyrrol idinyl ] carbonyl ) amino) -4 , 4 - di f luoro- 1 - 
oxobutyl) amino] ethyl) -3, 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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REFERENCE COUNT: 
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2004:29S7S4 CAPLUS 
141 : 230S38 

Leuci nostat in - A loaded nanospheres: characterization 
and in vivo toxicity and efficacy evaluation 
Ricci, Mauri zio; Blasi, Paolo; Oiovagnoli, Stefano; 
Perioli, Luana,- vescovi, Claudia; Rossi, Carlo 
Dept. of Chimica e Tecnologia del Farmaco, Universita 
degli Studi di Perugia. Perugia, 06123, Italy 
International Journal of Pharmaceutics (2004), 
275(1-2). $1-72 

CODEN: IJPHDE; ISSN : 03 78-5173 

Elsevier science B.v. 
TYPE: Journal 
LANGUAGE: English 

AB Leucinostatin A < Leu -A) is a nonapeptide exerting a remarkable activity 

especially against Candida albicans and Cryptococcus neof ormana .• nevertheless, 
its employment is limited due its toxicity. Therefore, we recently 
developed liposomal formulations, as suitable delivery systems, in order 
to increase its therapeutic index. However, liposomes present 
disadvantages related to their long-term instability. For this reason 
poly (lactic-co-glycol ic> nanospheres (NS) were chosen as alternative 
colloidal carriers for Leu -a delivery. NS were formulated by spontaneous 
emulsif ication solvent diffusion method. This study investigates the 
effects of different parameters on drug encapsulation efficiency and 
particle size as well. The best preparation obtained was also characterized 
for its in vitro release, in vivo acute toxicity (LD50), and effectiveness 
against C. albicans in mice. In vitro release was performed over 100 h 
and resulted sufficiently sustained with more than 931 of the peptide 
released. Acute toxicity showed that the LDS0 was increased more than 
18-fold and the study on systemic candidiasis models revealed high 
effectiveness of the NS in reducing either the growth of fungal colonies 
in infected mice liver or in the mortality index. In conclusion, we can 
propose that Leu -A loaded NS could represent a new promising therapeutic 
system against Candida infection. 

IT 76600-38-9. Leucinostat in-A 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(uses) 

! leucinostat in -A loaded nanospheres characterization and toxicity and 
efficacy evaluation) 
RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CII (CA INDEX NAME) 
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Inhibitors of hepatitis C virus NS3-4A 

protease. Part 3: P2 proline variants 

Perni. Robert B . ; Farmer. Luc J.t Cottrell, Kevin M. ; 

court. John J.,- Courtney. Lawrence P.; Deininger, 

David D . ,• Gates, Cynthia A.; Karbeson, Scott L. i Kim, 

Joseph L . ; Lin, Chao; Lin, Kai,- Luong, Yu-Ping; 

Maxwell, John P.; Murcko. Mark A.,- Pitlik, Janos; Rao, 

B. Govinda,- Schairer. Wayne C.i Tung. Roger D.» Van 

Drie. John H.; Wilson. Keith,- Thomson. John A. 

vertex Pharmaceuticals Inc., Cambridge, MA. 02139, USA 

Bioorganic fc Medicinal Chemistry Letters (2004), 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE ; 
OTHER SOURCE (S) : 



14(8), 1939-1942 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier Science B.v. 

Journal 

English 

CASREACT 141:405 



AB We recently described the identification of an optimized <i-ketoamide 
warhead tor our series of HCV NS3-4A inhibitors. we report herein 
a series of HCV protease inhibitors incorporating 3 -alkyl - subst i tuted 
prolines in 92. These compds. show exceptional enzymic and cellular 
potency given their relatively small size. The marked enhancement of 
activity of these 3-substituted proline derivs. relative to previously 
reported 4-hydroxyproline derivs. constitutes addnl . evidence for the 
importance of the S2 binding pocket as the defining pharmacophore for 
inhibition of the NS3-4A enzyme. 

IT 681453-95-2 

RL: PAC (Pharmacological activity); PRP (Properties),- RCT (Reaccant) ,• THU 
(Therapeutic use); BIOL (Biological study); RACT (Reaccant or reagent); 
USES (uses) 

{preparation and structure -act i vi ty relationship studies of substituted 
prolines as inhibitors of hepatitis c virus NS3 4A protease) 
RN 681453-95-2 CAPLUS 

CN L-Prolinamide, N- (pyrazi nylcarbony 1 ) - L- va ly 1 - L- valyl -N- [ (IS) - 1 - et hyl - 2 , 3 - 

dioxo-3- I I (IS) -1-phenylethyl ) amino] propyl ) -4- (phenylmethoxy > - , (4R> - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




0 i-Pr , 

h !) / BV 
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IT 696645-01-9 

RL: PAC (Pharmacological activity); PRP (Properties); thu (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(preparation and structure -act ivi ty relationship studies of substituted 
prolines as inhibitors of hepatitis c virus NS3 4A protease) 
RN 696645-01-9 CAPLUS 

CN L-Phenylalanine. N- (pyra zinyl car bony 1 ) - L- valyl -L- valyl - (4R) -4-11(3.4- 
dihydro-2 (1H> -i3oquinolinyl)carbonylloxyj -L-prolyl- (3S) -3-amino-2- 
oxohexanoyl- (9CD (ca index name) 

Absolute stereochemistry. 
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Peptide-Based Inhibitors of the Hepatitis C virus NS3 
Protease: Structure-Activity Relationship at the 
C -Terminal Position 

Rancourt, Jean, Cameron, Dale R., Oorys. Vida; 
Lamarre, Daniel; Poirier. Martin; Thibeault, Diane.- 
Llinas-Brunet , Montse 

Research and Development, Boehringer Ingelheim 

(Canada) Ltd., Laval, H7s 2G5, Can. 

Journal of Medicinal Chemistry (2004). 47(10). 

2511-2522 

CODEN: JMCMAR; ISSN: 00 22-2623 
American Chemical Society 
Journal 
English 

CASREACT 141:74 24 



GI 



0 ■ 



o' C0 2 H 



AB The structure-activity relationship at the C-terminal position of 
peptide-based inhibitors of the hepatitiB C virus NS3 protease is 
presented. The observation that the N-terminal cleavage product 
(DDIVPC-OH) of a substrate derived from the NSSA/5B cleavage site was a 
competitive inhibitor of the NS3 protease was previously described. The 
chemical unstable cysteine residue found at the Pi position of these 
peptide-based inhibitors could be replaced with a norvaline residue, at 
the expense of a substantial drop in the enzymic activity. The fact that 
an aminocyclopropane carboxylic acid (ACCA) residue at the PI position of 
a tetrapeptide, I (n - l , R » H, Rl - l-naphthylraethyl) . led to a 
significant gain in the inhibitory enzymic activity, as compared to the 



corresponding norvaline derivative I (n • 0, R ■ Et, Rl * 1 -naphthylmethyl ) , 
prompted a systematic study of subst ituent effects on the three-membered 
ring. For example, I <n « 1; R ■ Me, Et , n-Pr, i-Pr, CH2Ph. CH2CH2Ph for 
Rl - l -naphthylmethyl ,- R - H, CH ; CH2 for Rl « CH2Ph, 7-methoxy-4- 
quinolinyl. 2 -phenyl -4 -quinol iny 1 ) were prepared and their inhibitory 
activity were measured. In addition, the authors report that the 
incorporation of a vinyl group, such as I (n » 1, R ■ CH:CH2, Rl » 
1 -naphthylmethyl) with syn configuration for the substituted cyclopropane 
ring, produced inhibitors of the protease with much improved in vitro 
potency. The vinyl-ACCA is the first reported carboxylic acid containing a Pi 
residue that produced NS3 protease inhibitors that are significantly more 
active than inhibitors containing a cysteine at the same position. 

IT 693785-96-5 693785-97-6 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(preparation of peptides as inhibitors of hepatitis C virus NS3 protease and 
evaluation of structure-activity relationship at peptide C-terminus) 

RN 6 93785-96-5 CAPLUS 

CN L-Norvaline. <2S> -N- acetyl - 2 - cyclohexylglycyl - L- valyl - (4 R ) - 4 - 
(phenyl me thoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 693785-97-6 CAPLUS 

CN L-Norvaline, (2S) -N-acetyl -2-cyclohexylglycyl -L- valyl - (4R) -4- (1- 
naphthalenylmethoxy) -L-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
NHAc 
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Mannich reaction: an approach for the synthesis of 
water soluble mulundocandin analogues 

Lai. Bansi; Gund, Vitthal Genbhau; Bhise. Nandu Baban; 
Oangopadhyay, Ashok Kumar 

Quest Institute of Li feSciencea . Nicholas Piramal 
India Limited. Mumbai, 4000 80. India 
Bioorganic Medicinal Chemistry (2004), 12(7). 

1751-1768 

CODEN: BMECEP; ISSN: 0968-0896 
Elsevier Ltd. 

English 

CASREACT 141:23332 
Semisynthetic modifications at the hydroxy tyrosine (HTyr) unit of 
mulundocandin were carried out to improve its aqueous solubility 
Mulundocandin is 

a lipopeptide isolated from Aspergillus sydowi . A single step 
introduction of substituted aminomethyl groups at the ortho position (a) of 
phenolic hydroxyl of HTyr unit of mulundocandin has been achieved in 7- 85% 
yield. The in vitro screening of Mannich products against Candida 
albicans and Aspergillus fumigatus, retained the in vivo activity of 
parent by oral and i.p. route. One compound showed significant improvement 
in activity over mulundocandin and activity compares well with that of 
fluconazole . 

IT 693827-53-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of water-soluble mulundocandin analogs using Mannich reaction 

and 

study of their antifungal activity) 
RN 693827-53-1 CAPLUS 

CN L-Prolinamide, (4R.SR) -4 . 5 di hydroxy- 1 - ( 1 2 -methyl -1-oxotetradecyl) -L- 

prolyl -L-threonyl - (4RI - 4 - hydroxy- L-prolyl - <4S) -4 - hydroxy-4 - 14 -hydroxy- 3 . 5- 
bis (l-piperidinylmethyl ) phenyl I - L- threonyl - L-seryl - 3 - hydroxy-4 -methyl - , 

(3S.4S1- (9CI) (CA INDEX NAME > 

Absolute stereochemistry. 
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prolyl- L- threonyl - (4R> -4 -hydroxy- L- prolyl- <4S) -4-hydroxy-4- [4 -hydroxy- 3- II- 
pyrrol idinylmechyl) phenyl) - L- threonyl - L- aeryl - 3 - hydroxy-4 -methyl - , 
(3S.4S)- (9CI> (CA INDEX NAME) 



Absolute stereochemistry . 
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IT 693B27-S0-8P 693827-S1-9P 693827-52-0P 

RL : SPN (Synthetic preparation), PREP (Preparation) 

(preparation of water-soluble mulundocandin analogs using Mannich reaction 

and 

study of their antifungal activity) 
RN 693827-50-8 CAPLUS 

CN L-Prolinamide, (4R.5R) -4. 5-dihydroxy-i- (12 -methyl - l-oxotetradecyl ) -L- 
prolyl-L-threonyl- (4R) -4 -hydroxy- L-prolyl - (4S) -4-hydroxy-4 - (4- 
hydroxyphenyl) - L-threonyl - L-seryl -3 -hydroxy-4 -methyl - , (3S,4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 693827-52-0 CAPLUS 

CN L-Prolinamide, (4R, 5R) -4 , 5-di hydroxy- 1 - ( 12 -methyl - 1 -oxotetradecyl ) -L- 

prolyl -L-threonyl - (4R) -4 - hydroxy- L- prolyl - (4S) -4 - hydroxy-4 - l4-hydroxy-3- (1- 
piper idiny 1 methyl > phenyl 1 -L-threonyl - 1*- seryl - 3 - hydroxy-4 -methyl - , (3S.4S) - 
(9CII (CA INDEX NAME) 

Absolute stereochemistry. 



693827-51-9 CAPLUS 

L-Prolinamide. (4R.5R) -4 . 5-dihydroxy- 1 - 1 1 2 -methyl - 1 -oxotetradecy 1 ) -L- 
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US 2001-962756 
US 2002-253493 



20060424 
B2 19980902 
A3 20000329 
A2 20010924 
Al 20020924 



OTHER SOURCE (S): MARPAT 140:175157 

AB Peptide sequences capable of binding to insulin and/or insulin-like growth 
factor receptors with either agonist or antagonist activity and identified 
from various peptide libraries are disclosed. The invention also 
identifies at least two different binding sites which are present on 
insulin and insulin-like growth factor receptors, and which selectively 
bind the pepcides of this invention. As agonists, certain of the peptides 
of this invention may be useful for development as therapeutics to 
supplement or replace endogenous peptide hormones. The antagonists may 
also be developed as therapeutics for e.g. treatment of diabetes. Dimers 
and fusion proteins are also disclosed as insulin and IOF-I receptor 
modulators . 

IT 506430-52-00. aldehyde and N-N linked dimers 

rl bsu (Biological study, unclassified).- PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence; peptides from various peptide libraries and their 
dimers and fusion proteins as modulators of insulin and IOP-1 receptors 
and therapeutic use) 
RN 606430-52-0 CAPLUS 

CN D-Glutamine, L-u-glut amy 1 - L- 1 ryptophyl - L- arginyl - L- a-aspartyl- 

(4R) -4 -hydroxy -L- prolyl - L- phenylalany 1 - L-tyrosyl - L- a-aspartyl -L- 
t ryptophyl - L- phenylal anyl - L- n- aspartyl -L- a-glutamyl -D- 
isoleucyl- (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Peptide conjugates with drugs aa prodrugs for 
activation by tissue or ce 1 1 - speci f ic proteinases 
Madison, Edwin L . ; Serople. Joseph Edward; Vlasuk, 
Oeorge P..- Kemp, Scott Jeffrey,- Komandla. Mallareddy.- 
Siev, Daniel Vanna 
Corvas International, Inc.. USA 
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PATENT NO. 



U.S. Pat. Appl. 
CODEN: USXXCO 
Patent 
English 



KIND DATE 



Publ . . 359 pp. 



APPLICATION NO. 



DATE 



US 2004001801 
PRIORITY APPLN. INFO 
OTHER SOURCE <S) 



Al 20040101 US 2002-1S6214 20020S23 

US 2002-156214 20020523 . 

MAR PAT 140:99617 

conjugates of peptides with drugs that are substrates of a tissue-specific 
proteinases that can be used to treat diseases associated with abnormal 
levels of the enzyme. The enzyme may be transmembrane serine proteinase, 
a urokinase, or an endothel iase . The conjugates are to be substrates for 
proteinases that may be cell- or tissue-specific. The drug moiety of the 
conjugate may be cytotoxic. The drug may be bound to the peptide by a 
labile linker that will eliminate itself after the preliminary hydrolysis. 
IT 642485-62-9D, drug conjugates 6424 85- 63 -0D , drug 
conjugates 

RL: BSU (Biological study, unclassified); PRP (Properties),- THU 
(Therapeutic use),- BIOL (Biological study); USES (Uses) 

(amino acid sequence, as prodrug; peptide conjugates with drugs as 
prodrugs for activation by tissue or eel 1 - speci fic proteinases) 
RN 642485-62-9 CAPLUS > 
cn L-serine, (<«R! -<«- { (methoxycarbonyl ) amino] benzenebutanoyl - (4R) - 
4 -hydroxy-L-prolyl-L-arginyl-L-seryl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 642485-63- 

CN L-Serine, N-acetyl-3-cyclohexyl-D-alanyl- <4R> -4 -hydroxy- L-prolyl - L-arginyl - 

L-seryl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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insulin-like growth 



US 1998-146127 
US 2000-538038 
US 2001-962756 

Peptide sequences capable of binding to insulin and/or 

factor receptors with either agonist or antagonist activity and identified 
from various peptide libraries are disclosed. The invention also 
identifies at least two different binding sites which are present on 
insulin and insulin-like growth factor receptors, and which selectively 
bind the peptides of this invention. As agonists, certain of the peptides 
of this invention may be useful for development as therapeutics to 
supplement or replace endogenous peptide hormones. The antagonists may 
also be developed as therapeutics for e.g. treatment Of diabetes. Dimers 
end fusion proteins are also disclosed as insulin and IQF-I receptor 
modulators. 

506430-52-0 

RL: BSU (Biological study, unclassified),- PRP (Properties); biol 
(Biological study) 

(amino acid sequence; peptides from various peptide libraries and their 
dimers and fusion proteins as modulators of insulin and IGF-l receptors 
and therapeutic use) 
506430-52-0 CAPLUS 

D-Glutamine, L-n-glutamyl - L- tryptophyl - L-arginyl - L- i»-aspartyl - 
<4R> -4 -hydroxy- L-prolyl -L-phenylal any 1 -L-tyrosyl -L- u-asparty 1 - L- 
tryptophyl - L • phenyl a lanyl - L- <i -asparty 1 - L- <» -glutamyl -D- 
isoleucyl- (4R) -4-hydroxy-L-prolyl- (9CI) 
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(CA INDEX NAME) 
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2003:955522 CAPLUS 
HO: 181789 

synthesis of the protected 6-16 segment ot zervamicin 
II-2, an application ol the azi r ine/oxazolone method 
Pradeille, Nicolas,- Heimgartner, Heinz 
Organisch-chemisches Institut der Universitaet 
Zuerich, Zurich, CH-B057. Switz. 

Journal of Peptide Science (2003), 9(11-12), 827-837 
CODEN: JPSIEI; ISSN: 1075-2617 
John Wiley & Sons Ltd. 
Journal 
English 

CASREACT 140:181789 
The protected 11 amino acid segment (6-16) of the peptaibol zervamicin 
II-2 was synthesized by using the "azi r ine/oxazolone method" for the 
introduction of all Aib residues. Whereas a 2 , 2-dimethyl -2H-azi rin- 3- 
anine was used as the building block for Aib(7>. Me 2 , 2-dimethyl -2H- 
azirine- 3 -prol inate and - 3 - O-hydroxyprol inate) proved to be ideally 
suited as dipeptide synthons for the introduction of Aib-Pro and Aib-Hyp, 
resp. The coupling of Z-protected amino acids {2 ■ benxyloxycarbonyl > or 
peptide acids with the 2H -az i rin- 3 - amines were performed in 75% to quant, 
yield. 

IT 658042-84-3P 658042-86-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of protected segment of zervamicin II -2 containing 
aminoisobutyric acid residues by azi r i ne/oxa zolone method) 
RN 65804 2-84-3 CAPLUS 

CN L- Prol i nam ide , N- ( (phenylmethoxy) carbonyl] - L- valyl - 2-methylalanyl - (4B) -4- 
(phenylmethoxy) - L- prolyl - L- g lutaminy 1 - 2 -me thy la 1 anyl - (4R) - 4 - 
(phenylmethoxy) - L- prolyl - 2 -met hyl alanyl - N- | (IS) -1- (hydroxymethyl ) -2- 
phenylethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 65804 2 -8S -4 CAPLUS 

CN L-Prolinamide, L- valyl - 2-methylalanyl - <4R> -4- (phenylmethoxy! -L-prolyl-L- 

glutaminyl- 2-methylalanyl- (4R) -4 - (phenylmethoxy) - L- prolyl -2-methylalanyl -N- 
{ ( IS) - 1 - ( hydroxymethyl ) - 2 -phenylethyl ] - I9CI) (CA INDEX NAME) 

Absolute stereochemistry, 



m * A - \ "/ H f 0 



CH2-CH 2 -C-NH 3 „ e 
I I 



PAGE 1-B 



HO - CH 2 O 

! ti 

Ph"CH2"CH- NH~C 

i 

{J 



0 Me 

" i 



tl 



- C-C-NH-C 



79395-8S-3DP , Zervamicin II-2, segment 658042-66-1P 

RL: SPN (Synthetic preparat ion) PREP (Preparation) 

(synthesis of protected segment of zervamicin n-2 containing 
aminoisobutyric acid residues by az i r ine/oxazolone method) 

79395-8B-3 CAPLUS 

L-Prolinamide, N- acetyl -L-tryptophyl- L- isoleucyl - L-g lutaminy 1 - 2- 
methylalanyl-L-isoleucyl -l<- threonyl- 2-methylalanyl -L- valyl -2 -met hy la lanyl - 
(4R) -4-hydroxy-L-prolyl-L-glutaminyl -2-methylalanyl- (4F) - 4 - hydroxy- L- 
prolyl-2-methylalanyl-N- ( (IS) - 1- ( hydroxymethyl >- 2 -phenyl et hyl.) - (9CI) (C 
INDEX NAME) 



CH-CH 2 - CH 2 -C- NH 2 



AcNH O Et-CH 
I II i 
CH2-CH-C-NH-CH- 



C-NH-CH-C- 



Me O CH- Et 

I II I 
-C-C-MH-CH-C — 



O Me O i-Pr 

ii mi ; 

- CH- C- NH~ C- C- NH~ CH" 
I I 

ch Me Me 



I II 



C-NH- C-C- -N 



RN 6SB04 2-66-1 CAPLUS 

CM L-Prolinamide, N- [ (phenyl root hoxy) carbon-/ 1 1-0- (phenylmethy 1 ) -L-t hreonyl - 2- 
methylalanyl-L- valyl - 2 -me thy la lany 1 - (4R) -4 - ( pheny 1 met hoxy > -L- prolyl -L- 
glutaminyl - 2 -met hy la 1 any 1 - (4R) -4- (pheny lmet hoxy ) - L- prolyl - 2 -met hy la lany 1 - N- 
[ (131 -1- (hydroxymethyl) - 2 -pheny lethyl } - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2003:955521 CAPLUS 
140:380135 

Biosynthetic uniform 13C, 15N- label 1 ing of zervamicin 
IIB. complete 13C and 15N NMR assignment 
Ovchinni xova , Tatyana V.; Shenkarev. Zakhar O.; 
Yakimenko, Zoya A.; Svishcheva, Natalia V.; Tagaev, 
Andrey A.,- Skladnev, Dmitry A.; Arseniev. Alexander 8. 
Shemyakin t Ovchinnikov Institute of Bioorganic 
Chemistry, Russian Academy of Sciences, Moscow, Russia 
Journal of Peptide Science (2003). 9(11-12), 817-826 
CODEN: JPSIEI; ISSN: 1075-2617 
John Wiley fc Sons Ltd. 
Journal 
English 

of the «-aminoisobutyric acid containing 



peptaibol antibiotics. A new procedure for the biosynthetic preparation of the 
uniformly 13C- and l5N-enriched peptaibol is described. This compound was 
isolated from the biomass of the fungus-producer Emericellopsis 
salmosynnemata strain 336 IMI 58330 obtained upon cultivation in the 
totally 13c, 15N- labeled complete medium. To prepare such a medium the 
autolyzed biomass and the exopolysacchar ides of the obligate 
methylotrophic bacterium Met hy lobaci 1 lus flagellatus KT were used. This 
microorganism was grown in totally 13C, ISN-labeled minimal medium containing 
lJC-methanol and 15N- ammonium chloride as the only carbon and nitrogen 
sources. Preliminary NMR spectroscopic anal, indicated a high extent of 
isotope incorporation (>90%) and led to the complete 13C- and 15N-NMR 
assignment including the atereospeci f ic assignment of Aib residues Me 
groups. The observed pattern of the structurally important secondary chemical 
shifts of IHa, 13C-0 and l3Cu agrees well with the previously 
determined structure of zervamicin IIB in methanol solution 
79395-B5-0P, Zervamicin IIB 68803S-3B-3P 

RL: BPN (Biosynthetic preparation); Bsu (Biological study, unclassified) » 
PRP (Properties), BIOL (Biological study); PREP (Preparation) 

(biosynthetic uniform 13C, 15N-labeling of zervamicin IIB with complete 

13C and 15N NMR assignment) 

79395-85-0 CAPLUS 

L-Prolinamide, N- acetyl -L-tryptophyl -L- isoleucyl -L-glutaminyl -D-isovalyl-L- 
isoleucyl -L- 1 hreonyl -2 -methyl a lany 1 -L- leucyl -2 -methyls lany 1 - (4R) -4 -hydroxy - 
L- prolyl -L-glutaminyl - 2 - methyl alanyl - (4R) -4 -hydroxy-L-prolyl-2- 
met hy lalanyl -N-[(lS)-l-( hydroxymethyl ) - 2 -phenyl ethyl I - (CA INDEX NAME) 



C 



AcNH O Et-CH O 

! I II I II 

- 1 CH2 - CH- C~ NH~ CH- C~ N 



Bt O 

I II 



CH— Et 
I 



- CH- C- NH- C- C- NH~ CH " C~ 



c--o o 

II 

' CH- CH 2 CH2-C- NH 2 
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HO~CH 2 o 
I II 
Ph- CH2-CH-NH-C 



CH 2 -CH2-C- NH 2 Me 



O Me 

II I 
— C"C NH-C 
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RN 688035-38-3 CAPLUS 

CN 'L-Prolinamide, N- acetyl - L-tryptophyl - L- isoleucyl -L-glutaminyl -D- isovalyl -L- 
isoleucyl -L-t hreonyl -2-methylalanyl -L- leucyl -2-methylalanyl- (4R) -4-nydroxy- 
L-prolyl-L-glutaminyl - 2 -methyla lanyl - (4R> -4 -hydroxy -L- prolyl -2- 
methylalanyl-N- I (IS) -1- < hydroxymethyl >- 2-phenylethyl )- . labeled with 
carbon- 13 and nitrogen- 15 <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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140:283089 

Differences in membrane pore formation by peptaibols 
Qrigoriev. Pavel A.; Schlegel, Brigitte; Kronen, 
Matthias, Berg, Albrecht; Haertl, Albert; Graefe. udo 
Institute of Cell Biophysics, Russian Academy of 
Sciences, Pushchino, 14 229, Russia 

Journal of Peptide Science (2003), 9(11-12), 763-768 
CODEN : JPSIEI; ISSN: 1075-2617 
John wi ley fc Sons Ltd . 
Journal 
English 

The efficiencies of membrane pore formation by 14 naturally occurring 
peptaibols and two structurally modified ampul losporins were compared 
using an artificial bilayer membrane model. Major differences were found 
in the dependence on peptide sequences and the constituting amino acids. 
Alataethicin F-30, chrysospermins C/D, paracelsin and texenomycin A 
displayed higher activity by several orders of magnitude in comparison 
with smaller peptaibols containing * 17 amino acids such as ampu 1 lospor ins , 
trichof umins , bergofungins and cephaibols. Biol, activities such as the 
induction of pigment formation by the fungus Phoma destructiva and long 
acting hypothermia and depression of locomotor activity in mice were 
correlated with moderate membrane permeabi 1 i zat ion . No or weak, membrane 
activities corresponded with biol . inactivity. Highly membrane-active 
structures such as alamethicin P-30, chrysospermin c, texenomycin A and 
paracelsin A displayed antibiotic effects against the fungus and toxicity 
in mice. 

IT 181478-82-0, Bergofungin A 245670-50-2, Bergofungin B 
280774-61-0, Cephaibol E 3049H-39-5, Cephaibol B 
304911-40-a. Cephaibol C 

RL: BSU {Biological study, unclassi fied) , BIOL (Biological study) 
(differences in membrane pore formation by peptaibols) 
RN 181478-82-0 CAPLUS 
CN Bergofungin A (9CI) (ca INDEX NAME) 

Absolute stereochemistry. Rotation (♦) . 



V" 



T H / 



RN 246670-50-2 CAPLUS 

CN Bergofungin B (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (♦) . 
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NHAc 



* H \ H Me 
V N' I " Me 

n" t H Me 
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280774-61-0 CAPLUS 

L-Prolinamide. N- acetyl - L- pheny 1 alanyl - 2 -methy 1 alanyl - 2 -met hy 1 a lany 1 - 2 - 
methylalanyl-2-methylalanylglycyl -L- leucyl - 2-methylalanyl - 2-methylalany 1 
(4R) -4- hydroxy- L-prolyl -L-glutaminyl -D- isovalyl - (4R) -4 - hydroxy- L-prolyl - 2 - 
methyl alanyl -N- ( (IS) - 1- (hydroxymethyl ) - 2 - phenyl ethyl ) - (9C1) (CA INDEX 



fj" i H Me 

H Me «2N 0 



Y Me Me 

s ! u 



E) 



Absolute stereochemistry. 



RN 304911-39-5 CAPLUS 

CN L-Prolinamide, N- acetyl - L-phenylal any 1 - 2 -met hylalanyl - 2 -methyl alanyl -2 - 
methylalanyl-D- i sova lylglycyl - L- leucyl -D- Isovalyl - 2-methylalanyl - (4B) -4- 



hydroxy- L- prolyl -L-glutaminyl-D-i sovaly 1 - (4R) - 4 - hydroxy- L- prolyl - 2- 
methylalanyl-N- i\- (hydroxyraethyl ) - 2 - pheny lethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 304911-40-8 CAPLUS 

cn L- Prolinamide. N-acetyl -L-phenylalanyl-2-n»ethylalanyl-2-methylalanyl-a- 

raethylalanyl-2-roethylalanylglycyl-L-leucyl-D- isovalyl- 2 -aethylalanyl- (4R1 - 
4 - hydroxy- L- prolyl -L-glutaminyl -2-methylalanyl- (4R) -4 - hydroxy -L- prolyl -3- 
methylalanyl-N- ll- (hydroxymethyl ) - 2 -phenylethyl | - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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CAPLUS COPYRIGHT 2001 ACS on STN 
2003:955513 CAPLUS 
140:159390 

crystal structures of cephaibols 
Bunkoczi. Qabor,- Schiell, Matthias 
Sheldrick, Oeorge M. 

Lehrstuhl tuer Strukturchemie , Qeorg-August 
Universitaet ,. Qoettingen, D-37077, Germany 
Journal of Peptide Science (2003) , 9(11-12) 

CODEN: JPSIEI,- ISSN: 1075-2617 

John wiley t Sons Ltd. 
Journal 
English 

Afi The crystal structures of the peptaibol antibiotics cephaibol A 
8 and cephaibol C have been determined at .apprx.o.g A resoluti 
adopt a helical conformation with a sharp bend (of about 55" } at 
the central hydroxyprol ine . All isovalines were found to possess the D 
configuration, superposition of all lour models (there are two independent 
mols. in the cephaibol B structure) shows that the N-terminal helix is 
rigid and the C-terminus is flexible. There are differences in the 
hydrogen bonding patterns for the three structures that crystallize in 
different space groups despite relatively similar unit cell dimensions, 
but only in the case of cephaibol C does the packing emulate the formation 
of a membrane channel believed to be important for their biol . function. 

IT 304911-38-4, Cephaibol A 304911-39-5, Cephaibol B 
304911-40-8, Cephaibol C 

RL: B3U (Biological study, unclassified), PRP (Properties); BIOL 
(Biological study) 

(crystal structures of cephaibols A, B, and c) 
RN 304911-38-4 CAPLUS 

CN L-Prol inamide, N-acetyl-L- pheny lalanyl -2-methylalanyl- 2 -met hy 1 a 1 any 1 - 2- 

methylalanyl-2-methylalanylglycyl-L- leucy 1 -D- isovalyl -2-methylalanyl- <4R> - 
4- hydroxy -L-prolyl- L-glutaminyl -D- isovalyl - (4R) -4 - hydroxy -L- prolyl -2- 
methylalanyl-N- |l- (hydroxymethyl) -2-phenylethyll - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 304911-39-5 CAPLUS 

CN L- Prolinamide, N- acety 1 - L- pheny 1 alanyl - 2 - met hy 1 alanyl * 2 - me t hy 1 a 1 any 1 - 2 - 
met hyla lany 1 -D- i sovaly lglycyl -L- leucy 1 -D- isovalyl -2-methylalanyl- <4R) -4- 



hydroxy- L- prolyl -L-glutaminyl-D-iaovalyl - (4R> -4 - hydroxy- L- prolyl -2- 
methylalanyl-N- (1- (hydroxymethyl) -2-phenylethyl] - (9CI) (CA index NAME) 

Absolute stereochemistry. 



RN 304911-40-8 CAPLUS 

cn L-Prolinamide, N-acetyl -L-phenylalanyl-2-«et hylalanyl -2 -methylalanyl-2- 

methylalanyl-2-methylalanylglycyl-L-leucyl-D-isovalyl-2-methylalanyl- <4R) - 
4- hydroxy- L- prolyl - L-glutaminyl - 2 -met hylalanyl- (4R) -4 • hydroxy -L- prolyl -2 - 
raethylalanyl-N- tl- (hydroxymethyl >- 2 - phenyl ethyl I - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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agents 

schiell, Matthias; Vertesy, Laszlo,- wink, Joachim 
schlegel, Brigitte,- Haertl. Albert; Graefe. Udo 
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PCT int . Appl . . 36 pp. 

CODEN; PIXXD2 

Patent 
German 



APPLICATION NO. 



CO, CR. CU, CZ, DE. DK. DM, 

OM, HR , HU, ID, IL. IN, IS, 

LS, LT, LU, LV, MA, MD, MG , 

PH, PL, PT, RO, RU, SC, SD, 

TZ, UA, UO, UZ, VC. VN, YU, 

OH, GM, KE , LS, MW, MZ , SD , 

KO, KZ, MD, RU, TJ, TM, AT. 

PI, PR, OB, GR, HU. IE, IT, 



KG, 



BF. BJ, 
DB 10222792 
CA 2487246 
AU 2003229766 
BP 1509241 
BP 1509241 



IE, SI i 
BR 2O0301123B 
JP 2005528421 
BP 1679081 
BP 1679081 

BE , 



CP, CO, CI, CM, OA, 
20031204 
20031204 
20031212 
20050302 
20060816 
ES. FR, 
RO, MK, 
20050315 
20050922 
20060712 
20060802 
ES. PR, 



WO 2003 
BA, BD 
DZ, EC 
JP, KE 
MK, MN 
SE, SG, SK 
ZA, ZM, ZW 
SL. SZ, TZ 
BE, BG, CH 
LU, MC. NL 
GN, GO, GW 
DE 2002 
CA 2003 
AU 2003 
EP 2003 



, ES, FI, GB, 



KP, KR, 
MX, MZ, 
SL, TJ, 



CY, 



DATE 

20030502 

CA, CH, CN, 

GD, GE, GH. 

LC , LK , LR , 

NO, NZ, OM, 

TN , TR , TT , 

AM, AZ, BY, 

DK, EE, ES, 



PT, RO, SE, SI, SK, TR, 



ML, MR, NE, 
10222792 
2487246 
229766 
722587 



TD, TG 
20020523 
20030502 
20030502 
20030502 



AT, BE, CH, DE, DK 



LT. LV, FI 



GB, GR. 

CY, AL 

BR 2003-11238 
JP 2004-506841 
EP 2006-6105 



CH. DE, DK. 



IB. SI, LT, LV. PI, 



AT 336259 

ES 2271575 

US 2004023886 

US 7041649 



20060915 
20070416 
20040205 
20060509 



IT. LI, LU, NL, SE. MC, PT, 
TR, BG. CZ. EE. HU. SK 

20030502 
20030502 
20030502 

SE, MC. PT, 
HU, SK 

20030502 
20030502 
20030521 



GB, GR, IT, LI, LU. NL, 
CY, AL, TR, BG, CZ, EE, 
AT 20O3-722587 
ES 2003-3722587 
US 2003-442848 



MX 2004-PA11130 
DE 2002-10222792 
US 2002-39S011P 
EP 2003-722SB7 
WO 2003-EP4S92 
;R SOURCE <S> : MAR PAT 140:13086 

The invention discloses the use of compds. AcPhe-Aib-Aib-Aib-x-w-Leu-y-Aib- 
Hyp-Gln- z-Hyp-Aib- Pro- R { R - Phe-ol. Phe-al; w, x. y. z have the following 
meaning: (a) w • Gly, Ala.- x • Aib; y, z - Iva; (b) w ■ Qly» x, y. z ■ 
Iva; <C> w - Gly; x. z - Aib; y - Iva; (d) w - Oly; X, y. I - Aib» (e) w - 
Oly; x. y « Aib; z - Iva) or AcPhe- Iva -Gln-Aib-Ue-Thr- Aib-Leu-Aib-x-Qln- 
Aib-Hyp-Aib-Pro-Phe-Ser (x » Hyp. Pro), and physiol . acceptable salts 
thereof, for producing a medicament having a neurol . and/or 
immunosuppressive effect. 
280774-61-0 280774-64-3 304911-38-4 
304911-39-5 304911-40-8 304911-41-9 
344926-93-8 

RL: PAC (Pharmacological activity); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (uses) 

(cephaibols used as neurol. and immunosuppressive agents) 

280774-61-0 CAPLUS 

L-Prolinamide, N-acetyl-L-phenylalanyl-2-methylalanyl-2-methylalanyl-2- 
met hylalanyl -2 -methyl alany Ig lycyl - L- leucyl-2-met hylalanyl - 2 -methylalanyl - 
(4R) -4-hydroxy-L-proiyl -L-glutaminyl-D-iaovalyl- <4R) - 4 -hydroxy- L- prolyl - 2- 
methylalanyl-N- [ (IS) -)• (hydroxymethyl) -2-phenylethylJ - (9CI) 



Absolute stereochemistry. 
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RN 280174-64-3 CAPLUS 

CN L-Prol inamide. N- acetyl - L- phenyls 1 any 1 - 2-methylalanyl- 2-methylalanyl- 2- 
me thy lalanyl - 2 -methyl a lany lgl ycyl -L-leucy 1-2- me thy lalanyl - 2 -methylalany 1 - 
MR) -4 - hydroxy- L-proly 1 - L-g lutaminyl -2-methylalanyl - <4R> -4 -hydroxy- L- 
prolyl-2-methylalanyl-N- | (IS) - 1- (hydroxymethyl ) -2-phenylethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 3 04 911 - 3 8 -4 CAPLUS 

CN L- Prol inamide, N- acetyl - L-pheny lalanyl - 2 -met hy lalanyl - 2 -oethylalanyl- 2- 

methylalanyl - 2 -met hy lalanylglycyl - L- leucyl -D- isovalyl - 2 -tnethylalanyl- (4R) - 



4- hydroxy- L- prolyl -L-g lutaminyl -D- isovalyl - <4R) - 4 - hydroxy- L- prolyl - 2 - 
raethylalanyl-N- ll- (hydroxymethyl) -2-phenylethyl) - <9CI) <ca index name) 

Absolute stereochemistry. 
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RN 304911-39-5 CAPLUS 

cn L- Prol inamide, N-acetyl -L- phenyla lanyl - 2-methylalanyl - 2 -oethylalanyl ♦2- 
methylalanyl-D- isovaly lglycyl -L-leucyl-D- isovalyl - 2-methylalanyl - (4R) -4- 
hydroxy-L-prolyl -L-glutaminyl -D-isovalyl- (4R» -4 - hydroxy- L-prolyl - 2 - 
methylatanyl-N- |1- (hydroxymethyl) -2-phenylethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 304 911-4 0-8 CAPLUS 

CN L-Prolinamide, N-acetyl -L-phenylalanyl - 2 -me thy lalany 1 - 2 -methy 1 a lanyl - 2 - 

methylalanyl - 2 -methyl a 1 anylql yryl - L- leucy 1 - D- is Ova ly 1 - 2 -met hy la 1 anyl - (4RJ - 
4 -hydroxy- L- prolyl - L-glutaminyl -2 -methylalanyl - (4R> -4 - hydroxy -L- prolyl -2- 
methylalanyl-N- (1- <hydroxymethy 1 ) - 2 - pheny lethy 1 ] - <9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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CN L- Serine, N-acetyl- L-phenylalanyl isovalyl -L-glutaminyl - 2-raethyl«lanyl -L- 

iaoleucyl -L-threonyl - 2 -met hy lalany 1 -L-leucyl-2 -methyl a lanyl - <4R) -4 -hydroxy - 
L-prolyl -L-glutaminyl - 2 -methylalanyl - (4R> -4 - hydroxy -L- prolyl -2- 
methylalanyl-L-prolyl-L-phenylalanyl- (9d) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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RN 344926-93-8 CAPLUS 

CN L-Prolinamide, N-acetyl -L-phenylalanyl- 2 -methylalanyl -2 -methylalanyl -2- 

methylalanyl - 2 -met hylalanyl-L- a 1 any 1-L-leucylisovalyl- 2 -methylalanyl- 14 R) - 

4 - hydroxy- L-prolyl -L-glutaminyl isovalyl - MR) - 4 - hydroxy- L- prolyl -2- 

methy la lanyl -N- [1- (hydroxymethyl ) -2-phenylethyll - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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The effect of the three-dimensional structure of polypeptides and proteins 
on their ability to undergo isotopic exchange under the action of 
spillover hydrogen (SH> in the high temperature solid state catalytic isotope 
exchange reaction (HSCIE) was theor. and exptl. studied. The hscie 
reaction in the H-galactosidase protein from Thermoanaerobacter 
ethanolicus (83 kDa) was studied. The influence of the 
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reaction might be employed for acquiring information about their 
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of ab initio calcns. have shown that u- helix formation in 
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a-helical fragment Trpl-Leu8 of zervamycin I IB was also analyzed 
using theor. methods. It was shown by ab initio quantum- chemi cal calcns. 
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might be associated with the participation of electron donor 0 and N atoms in 
transition state stabilization in the hscie reaction. 
79395-8S-0, Zervamicin IIB 

RL: CPS (Chemical process); PEP (Physical, engineering or chemical 
process); PRP (Properties); PROC (Process) 

(three-dimensional structure of zervamicin IIB influences solid state 

isotope exchange with spillover tritium) 

7939S-8S-0 CAPLUS 

L- Prol inamide. N- acetyl - L- tryptophyl -L-iBoleucyl-L-glutaminyl -D- iaovalyl - L- 
isoleucyl-L-threonyl-2-methylalanyl -L-leucyl -2 -methylalanyl - <4R) -4 -hydroxy • 
L- prolyl -L-glutaminyl - 2 -met hyl a 1 any 1 - (4R) - 4 - hydroxy- L- prol yl -2- 
tnet hy lal any 1 -N- 1 (IS) -1- (hydr oxymet hy 1 ) - 2 - phenylet hyl ) - (CA INDEX NAME) 



CH2-CH2-C-NH2 Me 



HO-CH2 O 
i It 
Ph--CH2 -CH-NH-C 



O Me 

II I 

- c- c- ; 
! 



CH~ CH2~ CH2-C-NH2 



C0- 



Ac NH 
CH2-CH- 



0 Bt-CH 0 



C~ NH-CH-C- 



I I! 

- CH" C- 



Et O CH- Et 

i II I 

-C-C-NH- CH-C 

I 11 



Benzene but an ami de , 
quinolinyl-, (<»R> 



glycyl- (48) -« -amino-D-prolyl - a-amino-N-6- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



x 



0 Me O i-Bu O 

II I II I H 

-NH-CH-C- NH- C-C- NH - CH~C~ N 

i I 

CH- Me Me 



-c-c 



REFERENCE COUNT: 



CAPLUS COPYRIGHT 2007 ACS on STN 
2003:877320 CAPLUS 
140:122101 

The relationship between physicochemical properties, 
in vitro activity and pharmacokinetic profiles of 
analogues of diamine-containing efflux pump inhibitors 
Watkins. William J.,- Landaverry, Yakira,- Usger, Roger; 
Litman, Renee. Renau, Thomas E . ; Williams, Nicole; 
Yen, Rose, Zhang, Jason Z.; Chaotberland. Suzanne; 
Madsen, Deidre,- Griffith, David; Tembe. Vrushali; 
Huie, Keith; Dudley, Michael N. 

Essential Therapeutics. Inc., Mountain View, CA. 

94 04 3, USA 

Bioorganic t Medicinal Chemistry Letters (2003), 
13(23), 4241-4244 

CODEN: BMCLES, ISSN: 0960- 894X 

Elsevier Science B.V. 
Journal 
Engl ish 

CAS REACT 140:122101 

Following the optimization of diamine-containing efflux pump inhibitors with 
respect to in vitro potentiation activity, in vivo stability and acute 
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properties of the series. Upon i.v, administration in the rat, tissue 
levels of MC-04,124 (the lead compound) were high and prolonged compared to 
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CN Benzenebutanamide, g lycy 1 - (4S) -4 -amino-D- prolyl - a-amino-N- 3 - 
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Absolute stereochemistry. 
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Absolute stereochemistry. 
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AB The invention relates to compds. I [A together with X and Y is a 3- to 

6-membered aromatic or non-aromatic ring having up to 3 heteroatoms; Rl, R3 aid 
aliphatic, (un ) subst ituted (cyclo) alklen) yl . ( hetero) aryl , etc.- R2. R4 are 
H, (un)substituted aliphatic, cycloalkyl or aryl aliphatic, R5 is 
(un) substituted aliphatic w is COCOR6, COC02R6, or COCONR62, where R6 is H, 
aliphatic, (hetero)aryl. etc., v is CONR 8 , sonrs, S02NRB. where R8 is H or 
aliphatic; T is (hetero) aryl , aliphatic, sul fonylaminoalkyl , etc.) that inhibit 
serine protease activity, particularly the activity of hepatitis c virus 
NS3-NS4A protease. Thus, peptide II was prepared via coupling reactions in 
solution and showed Ki and IC50 values < 0.5 nM. 

IT 61S584-04-8P 615584-05-9P 

RL: PAC (Pharmacological activity). SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study).- PREP (Preparation); USES 
(Uses) 

(preparation of peptides as inhibitors of serine proteases, particularly HCV 
NS3 -NS4A protease) 
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Peptide sequences capable of binding to insulin and/or 
factor receptors with either agonist or antagonist acti 
from various peptide libraries are disclosed. The invention also 
identifies at least two different binding sites which are present on 
insulin and insulin-like growth factor receptors, and which selectively 
bind the peptides of this invention. As agonists, certain of Lhe peptides 
of this invention may be useful for development as therapeutics to 
supplement or replace endogenous peptide hormones. The antagonists may 
also be developed as therapeutics for e.g. treatment of diabetes. Dimers 
and fusion proteins are also disclosed as insulin and igf-i receptor 
modulators . 
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lowering blood pressure levels. Compds . of the invention include peptides 
and peptide-like compds. (preparation described). 

IT 482349- 23- OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) i THU 
(Therapeutic use),- BIOL (Biological study) ,- PREP (Preparation)/ USES 
(Uses) 

(dipeptidyl peptidase IV inhibitors, preparation, and use for lowering blood 
pressure) 
RN 482349-28-0 CAPLUS 

CN L-lsoleucine. L- i soleucyl - (4 R ) - 4 - hydroxy - L-prolyl - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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disorders 
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Innapharma, Inc., USA 

U.S. Pat. Appl. Publ . . 80 pp., 
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CODEN : USXXCO 

Patent 
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PI, PR, OB. OR. HU. IE, 
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A2 19940504 

A2 19950502 
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B2 20000725 
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Novel uses of certain peptides to treat patients suffering from neurol . or 
psychiatric disorders are disclosed. The peptides include the tripeptide 
hormone MIP and compds. made by modifications of MIF, such as modification 
of amino terminus residues, carboxyl terminus residues and internal 
residues, including addition and substitution of amino acid residues and 
modification of the peptide bonds and functional side groups of resp. 
amino acid residues. The tri-. tetra-, penta- peptides and polypeptides 
may be utilized alone or in combination with other agents, to treat 
patients suffering from physiol.. psychosomatic, neurol. or psychiatric 
disorders . 

IT 224187-65-9 224187-66-0 224187-67-1 
224187-68-2 224187-89-7 224187-90-0 

224187-91-1 2241B7-96-6 224187-97-7 m 
2241B7-98-8 224187-99-9 224188-00-5 
2241B8-01-6 286862-69-9 600701-55-1 
600701-56-2 

RL: PAC (Pharmacological activity),- PRP (Properties); THU (Therapeutic 
use)/ BIOL (Biological study). USES (Uses) • 

(therapeutic uses of tri-, tetra-, penta-peptides, and polypeptides in 
treating neurol. and psychiatric disorders) 
RN 224187-65-9 CAPLUS 

CN L- Tryptophan. 4-f luoro- L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl - N6 - 
(aminoiminomethyl) - L- iysylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 2241B7-66-0 CAPLUS 

cn 3-isoquinolinecarboxamide, 4 - f luoro- L-phenylalanyl- (4R> - 4 -hydroxy- L- prolyl - 
L-arginylglycyl-1.2,3,4-tetrahydro-, (3S) - (9CI) (CA INDEX name) 

Absolute stereochemistry. 



O , (CH 2 ) 3 O 





RN 224 187-67-1 CAPLUS 

CN L-Tryptophanamide. 4 -cyano- L-phenylalanyl - <4R) -4 -hydroxy- L- prolyl -L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 

RN 224 187-68- 2 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy-L-prolyl-D- 
leucylglycyl- (9ci) ica index name) 

Absolute stereochemistry. 
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RN 224167-89-7 CAPLUS 

CN L-Tryptophanamide, 4- f luoro-L-phenylalanyl - <4R> - 4 - hydroxy- L- prolyl - L- 
arginylglycyl-4-fluoro- (9CI) (CA INDEX name) 

Absolute stereochemistry. 
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RN 224187-90-0 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L- phenylalanyl - (4 R> -4 - hydroxy- L-prolyl-L- 
arginylglycyl-7-methyl- <9CI> (CA INDEX NAME) 

Absolute' stereochemistry. 
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CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) -4 - hydroxy -L- prolyl -5. 5.5- 
tritluoro-L-leucyl9lycyl- (9CD (CA INDEX NAME) 



Absolute stereochemistry. 
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PAGE 1-A 




RN 224187-96-6 CAPLUS 

CN 3-Isoquinolinecarboxamide. 4 - f luoro- L-pheny 1 alanyl - (4S) - 4 - hydroxy- L- prolyl - 
L-arginylglycyl-1.2.3,4-tetrahydro-, (3S)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 224187-97-7 CAPLUS 

CN L-Tryptophanamide, 4 -cyano-L-phenylalanyl- (4S) -4 - hydroxy- L-proly 1 -L- 
arginylglycyl- (SCI) (ca INDEX NAME) 

Absolute stereochemistry. 
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RN 224 187-98-8 CAPLUS 

CN L-Tryptophan, 4 - f luoro- L- phenylalanyl - (4S) -4 - hydroxy- L- prolyl -N6- 
(aminoiminomethyl) - L- lyaylglycyl - (9CI> (CA INDEX NAME) 

Ahsolute stereochemistry. 
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RN 224187-99-9 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L- phenylalanyl - (48) -4 - hydroxy- L-proly 1 -L- 
arginylglycyl -4- f luoro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 22416B-00-5 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-pheny la 1 any 1 - <4S> -4 -hydroxy- L-proly 1 -L- 
arginylglycyl-7-methyl- (9CI) (CA INDEX name) 

Absolute stereochemistry. 
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RN 224188-01-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalany 1 - (4S) -4 - hydroxy- L- prolyl -S, S, 5- 
trifluoro-L-leucylglycyl- (9CD (CA INDEX name) 

Absolute stereochemistry. 
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RN 286862-69-9 CAPLUS 

CN L-Tryptophanamide, 3 , 4 -dichloro- L-phenylalanyl - (4R) -4 -hydroxy-L- prolyl - 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry, 

PAGE 1-A 
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..■ CI 

RN 600701-55-1 CAPLUS 

CN L-Tryptophanamide, 3 , 4 -dichloro- L-phenylalanyl - <4S) -4 -hydroxy -L-prolyl - 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 60070I-S6-2 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4S) -4 -hydroxy- L- prolyl -D- 
leucylglycyl- (9CI) (CA index name) 

Absolute stereochemistry . 
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Clinical effectiveness of nemifitide. a novel 
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comparison of follow-up re-treatment with initial 
treatment 
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CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE : 
LANGUAGE : 

AB Data from two Phase 



Feighner, John P 
Abajian, Henry B 
Tonelli. George 
innaphanna, Inc.. Park Ridge. NJ, USA 
international Journal of Neuropaychopharraacology 
(2003), 6(3), 207-213 
CODEN: IJNVPB; ISSN: 1461-14 57 
Cambridge University Press 
Journal 
English 

clin. studies with nemifitide, a novel pentapeptide 



antidepressant, were evaluated. The initial double-blind, 
placebo-controlled study was performed on outpatients with DSM-IV criteria 
for major depressive disorder. An open- label extension study enrolled 
subjects either completing or having been discontinued due to lack of 
efficacy during the follow-up period of the initial study. In the 
extension study, both the investigator and the subjects were blinded to 
the previous treatment in the initial study. No clin. significant 
aide-effects were observed in either study. Twenty-seven subjects have been 
entered and evaluated in the extension study. Eighteen of these 27 
subjects (66.7%) responded to re -treatment in the extension study. Mean 
duration ot effect between re-treatments was 3.3 mo. The results of the 
extension study support investigating a range of doses of nemifitide from 
18 to 72 mg/d in future clin. trials. Further studies are planned to determine 
the moat effective nemifitide clin. treatment regimen. 

IT 173240-15-8, Nemifitide 

RL: pac (Pharmacological activity); THU (Therapeutic use),- BIOL 
(Biological study) ,- USES (Uses) 

(pentapeptide antidepressant nemifitide in depression) 

RN 173240-15-8 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) -4 - hydroxy- L-prolyl-L- 
arginylglycyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Alpha- fetoprotein peptides for reducing 
estrogen-stimulated growth of cells and for treating 
or preventing cancer 
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U.S. Pat. Appl . Publ . , 33 pp. 

CODEN: USXXCO 

Patent 

English 
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AB The subject invention addresses the need for methods of treatment and 

prevention of breast cancer, and other cancers, by providing a peptide of 
eight to twenty amino acids in length which comprises a hydrophilic analog 
Of an alpha-fetoprotein peptide having SE0 ID NO: 6: EMTPVNPG. The 
peptides may be linear, but are preferably cyclic. The peptides may be 
provided as dimers or other mul timers. A composition comprising the peptide, 
an antibody that specifically binds to the peptide, a method of reducing 
estrogen-stimulated growth of cells using the peptide, as well as a method 
of treating or preventing cancer, such as breast cancer, are also 
provided. The treatment or prevention method can include the use of 
tamoxifen therapy in combination vith the peptide therapy. 
Cyclo (EMTOVNPQQ) significantly inhibited the estrogen-dependent growth of 
MCF-7 human breast cancer xenografts. 
IT 393S27-71-9P 4B944B-16-0P 489448-1B-2P 
532941-25-6P 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
PRP (Properties); SPN (Synthetic preparation),- THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(alpha-fetoprotein peptides for reducing estrogen-stimulated cell 
growth and for treating or preventing cancer) 
RN 393827-71-9 CAPLUS 

CN Glycine, L-«-glutamyl -L-methionyl -L-threonyl - (4R) -4-hydroxy- L-prolyl - 
L-valyl-L-asparaginyl- <4R) -4-hydroxy-L-prolyl- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 489448-16-0 CAPLUS 

CN L-Glutamine. L-«i-glutamy 1 - L-methionyl - L-threonyl - (4R) -4 - hydroxy-L- 

prolyl-L-valyl -L-asparaginyl - (4R) -4 -hydroxy- L-prolylglycyl- <9CI> (CA 
INDEX NAME) 

Absolute stereochemistry. 




> 



O i-Pr O ; 





UN 489448-18-2 CAPLUS 

CN Glycine, L-u -glutamyl - L- met hi ony 1 - L>- threonyl ■ (4R) - 4 • hydroxy- L- prolyl - 
L-valyl-L-asparaginyl -L-prolyl- (9CI) (ca index name) 

Absolute stereochemistry. 
MeS. 



r 




NH 2 
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RN 532941-25-6 CAPLUS 

CN L-Glutamine , L-u-glutamy 1 -L-methionyl -L-threonyl - (4R) -4 -hydroxy - L- 
prolyl -L-valyl-L-asparaginyl-L-prolylglycyl- <9CI> (ca INDEX name) 

Absolute stereochemistry. 
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Nemi f itide (innapharma) 
Dingemanse, Jasper 

Department of Clinical Pharmacology, Actelion 
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Nemi f itide is a peptide under development by Innapharma (or the 



potential treatment of depression. By June 2001, the first phase II trial 



of nemifitide in moderate to severely depressed individuals had been 
completed and in Feb. 2003, Innapharma anticipated that phase III trials 
would commence later that year. 
173240-15-BP. Nemifitide 

RL: ADV (Adverse effect, including toxicity); DMA (Drug mechanism of 
action); PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study), 
PREP (Preparation); USES (Uses) 

(nemifitide for treatment of patientB with depression) 
173240-15-8 CAPLUS 

L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl -L- 
arginylglycyl- (CA INDEX NAME) 



Absolute stereochemistry,. Rotatio 
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Li/ 



inactivate herpes viruses, a mechanism of action that could be applicable 
in the prevention of HSV transmission. The total structures of these new 
compds. were established by a combination of spectral and chemical 
techniques, Salient structural features of the halovir hexapeptides 
include a nitrogen terminus acylated by myristic (C14) or lauric (C12> 
acid, an unusual Aib-Hyp dipeptide segment, and a car boxy 1 terminus 
reduced to a primary ale. A qual. anal, of the secondary structures of 
these rools. using variable temperature NMR expts. and NOE analyses is also 
reported . 

IT 277302-27-9P . Halovir A 2773 02 - 28 - OP , Halovir B 
4B6393-83-3P 

RL: BSU (Biological study, unclassified); NPO (Natural product 
occurrence); PRP (Properties); PUR (Purification or recovery) t BIOL 
(Biological study); OCCU (Occurrence); PREP (Preparation) 

(halovirs A-E. new antiviral agents from a fungus of the genus 

Scytalidium) 
RN 277302-27-9 CAPLUS 

CN L-Glutamamide, 2 -methyl -N- < 1 -oxotetradecyl ) alanyl - (4R) -4 -hydroxy- L-prolyl - 
L* leucyl -t.-valyl -Ml- [ (IS) -1- (hydroxymethyl ) - 3 -methyl butyl) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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represent an under explored resource for the 



o_ ,.N. o Pr-i 



discovery of novel antiviral agents. Here, we describe a series of 
peptides designated halovirs A-E (1-5) that are produced during the saline 
fermentation of a marine-derived fungus of the genus Scytalidium. These 
lipophilic, linear peptides are potent in vitro inhibitors of the herpes 
Simplex viruses 1 and 2. Evidence is presented that the halovirs directly 



o 



RN 277302-28-0 CAPLUS 

CN L-Glutamamide, 2-methyl-N- ( 1 -oxotetradecyl > alanyl - (4R) -4 -hydroxy -L- prolyl - 
L-leucyl-L-alanyl-Nl- I (IS) -1- (hydroxymethyl) -3-methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 486393-83-3 CAPLUS 

CN L-Olutamamide, 2 -methyl - N- < 1 -oxododecy 1 ) a lany 1 - MR) - 4 - hydroxy- L-prolyl -L- 

leucy 1 -L-valyl-Nl- I ( IS ) -1- ( hydroxymet hy 1 ) - 3 -met hy lbuty 1 ] * <9CT) (CA INDEX 



Absolute stereochemistry. 
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Peptide sequences capable of binding to insulin and/or insulin-like growth 
factor receptors with either agonist or antagonist activity and identified 
from various peptide libraries are disclosed. The invention also 



identifies at least two different binding sites which are present on 
insulin and insulin-like growth factor receptors, and which selectively 
bind the peptides of this invention. As agonists, certain of the peptides 
of this invention may be useful for development as therapeutics to 
supplement or replace endogenous peptide hormones. The antagonists may 
also be developed as therapeutics for e.g. treatment of diabetes. 
IT 506430-52-OP 

RL: BPN (Bioaynthetic preparation) ,- PRP (Properties); spn (Synthetic 
preparation); THU (Therapeutic use), BIOL (Biological study), prep 
(Preparation); uses (Uses) 

(peptides from various peptide libraries, their dimers and fusion 
proteins as modulators of insulin an IGF-l receptors) 
R» 506430-52-0 CAPLUS 

CN D-Olutamine, L-u - glutamyl - L- 1 rypt ophy 1 -L-arginyl -L- u-aspartyl - 

(4R) -4 -hydroxy- L-prolyl -L-pheny la lanyl -L-tyrosyl- L- u-asparty 1 - L- 
t rypt ophy 1 - L-phenylalanyl - L- u-aspartyl -L- « -glutamyl -D- 
isoleucyl- (4R) -4 -hydroxy -L-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The invention relates to compds. which are prodrugs of caspase inhibitors 
and pharmaceutical ly acceptable salts thereof. The invention further 
relates to the release of caspase inhibitors from these compds. through 
selective bond cleavage. The invention further relates to pharmaceutical 
compns. comprising these compds.. which are particularly well -suited for 
treatment of caspase -media ted diseases, including inflammatory and 
degenerative diseases. The invention further relates to methods for 
preparing compds. of this invention. 

IT 265119-14-0 

RL: PAC (Pharmacological activity); THU (Therapeutic use) .- BIOL 
(Biological study); USES (uses) 

(phospholipids as caspase inhibitor prodrugs) 

RN 265119-14-0 CAPLUS 

CN Butanoic acid, 3- ( l((2S, 4R> -4 -hydroxy- 1- [ (l-naphthalenyloxy)acetyl) -2- 
pyrrolidinyllcarbonyl] amino] -4 -oxo- , (3S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CORPORATE SOURCE: 



with 4 (R) ' hydroxyprol ine in the Xaa position 
Mizuno, Kazunori; Hayashi. Toshihik.o; Baechinger, Hans 
Peter 
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Oregon Health and Science University, Portland, OR, 

97239, USA 

journal of Biological Chemistry (2003 ), 278(34), 
32373-32379 

CODEN: JBCHA3 ; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 
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Journal 
English 

AB 4 (R) -Hydroxyproline in the Yaa position of the -Gly-Xaa-Yaa-repeated 

sequence of collagen plays a crucial role in the stability of the. triple 

helix. Since the peptide (4 (R) -Hyp- Pro-oly) 10 does not form a triple 

helix, it was generally believed that polypeptides with a 

-Gly-4 (R> -Hyp-Yaa- repeated sequence do not form a triple helix. 

Recently, we found that acetyl - (Oly-4 (R) -Hyp-Thr) 10-NH2 forma a triple 

helix in aqueous solns. To further study the role of 4 (R) - hydroxyprol ine in 

the Xaa position, we made a series Of acetyl- (Oly-4 (R) -Hyp-Yaa) 10-NH2 

peptides where Yaa was alanine, serine, valine, and alio- threonine. We 

previously hypothesized that the hydroxyl group of threonine might form a 

hydrogen bond to the hydroxyl group of 4 (R) hydroxyproline . In water, only 

the threonine- and the valine-containing peptides were triple helical. The 

remaining peptides did not form a triple helix in water. In 1,2- and in 

1 , 3 -propanediol at 4*, all the soluble peptides were triple helical. 

From the transition temperature of the triple helixes, it was found that among 

the examined residues, threonine was the most stable residue in the 

acetyl- (Oly-4 (R) -Hyp-Yaa) 10-NH2 peptide. The transition temps, of the 

valine- and al lo-threonine-containing peptides were 10 degrees lower than 

those of the threonine peptide. Surprisingly, the serine-containing peptide 

was the least stable. These results indicate that the stability of these 

peptides depends on the presence of a Me group as well as the hydroxyl 

group and that the stereo configuration of the two groups is essential for 

the stability. In the threonine peptide, we hypothesize that the Me group 

shields the interchain hydrogen bond between the glycine and the Xaa 

residue from water and that the hydroxyl groups of threonine and 

4 (R) hydroxyprol ine can form direct or water-mediated hydrogen bonds. 

IT 301523-82-0 610316-39-7 610316-41-1 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(structure of collagen-based -Oly-Xaa-Yaa-repeat peptides with 
4 (R) - hydroxyprol ine in xaa position) 

RN 301523-82-0 CAPLUS 

CN L-Threoninamide. N-acetylglycyl - <4R) -4 -hydroxy -L -prolyl -L-threonylg lycyl- 
(4R) -4- hydroxy- L-prolyl -L-threonylglycyl- (4R) -4 - hydroxy- L- prolyl -L- 
threonylglycyl- (4R) -4 - hydroxy -L-prolyl - L-threonylglycyl - I4R> -4 -hydroxy-L- 
prolyl-L-threonylglycyl- (4R) -4 - hydroxy-L- prolyl - L-threonylglycyl - (4R) -4- 
hydroxy- L-prolyl -L-threonylglycyl- (4R> - 4 - hydroxy- L-prolyl -L-threonylglycyl - 
(4R) -4 -hydroxy-L-prolyl -L-threonylglycyl- (4R) -4 -hydroxy- L-prolyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 610316-39-7 CAPLUS 

CN L- Val inamide. N-acetylglycyl - <4R> -4 -hydroxy- L-prolyl- L-valylglycyl- (4R) -4 - 
hydroxy-L- prolyl -L-valylglycyl - (4R> -4 - hydroxy- L-prolyl - L-valylglycyl - (4R) - 
4 -hydroxy -L-prolyl -L-valylglycyl- (4R) -4 -hydroxy -L-prolyl -L-valylglycyl - 
(4R) -4-hydroxy-L-prolyl-L-valylglycyl- (4R) -4 - hydroxy-L-prolyl - L- 
valylglycyl- (4R) -4 - hydroxy-L-prolyl -L-valylglycyl- (4R> -4 -hydroxy-L-prolyl- 
L-valylglycyl- (4R) -4 -hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 610316-41-1 CAPLUS 

CN L-Al lothreoninamide. N-acetylglycyl - (4R) - 4 - hydroxy- L- prolyl • L- 

al lot hreonylgl ycy 1 - <4R> -4 -hydroxy- L- prolyl - L-al lothreonylg 1 ycy 1 - (4R) - 
hydroxy- L- prolyl -L- a 1 lothreonylg! ycy 1 - !4R> -4 - hydroxy- L-prol yl - L- 
allothreonylglycyl - (4R> -4 - hydroxy- L- prol y 1 -L-al lot hreonylgl ycy 1 - (4R) - 
hydroxy- L- prolyl -L-al lothreonylg lycyl - (4R> -4 -hydroxy- L-prol yl -L- 
allothreonylglycyl - <4R> -4 -hydroxy- L- prolyl -L-al lot hreonylgl ycy 1 - 14 R) - 
hydroxy- L-prol yl -L-al 1 ot hreonylgl ycy 1 - <4R> -4 - hydroxy- L- prolyl • (9CI ) 
INDEX NAME) 

Absolute stereochemistry. 
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PUBLISHER: 
DOCUMENT TYPE 
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Transition-state Analogue containing a Benzothiazole 
Ketone 

Coatanzo. Michael J..- Yabut. Stephen c.; Almond, 
Harold R . , Jr.; Andrade - Gordon , Patricia; Corcoran. 
Thomas w, ,- De Garavilla. Lawrence,- Kauffman, Jack A.; 
Abraham, William M. ,- Recacha, Rosario.- Chattopadhyay , 
Debashish; Maryanoff, Bruce E. 
Drug Discovery Johnson & Johnson Pharmaceutical 

19477-0776, 



Research h Development, Spring House, 
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Journal of Medicinal Chemistry (2003). 46UB), 
386S-3876 

CODEN: JMCMAR; ISSN: 0022-2623 
American chemical society 
Journal 
English 

CASREACT 139:285643 
Inhibitors of human mast cell tryptase (EC 3.4.21.59) have therapeutic 
potential for treating allergic or inflammatory disorders. we have 
investigated transition-state mimetics possessing a heterocycle-activated 
ketone group and identified in particular benzothiazole ketone (2S)-6 
(RWJ-56423) as a potent, reversible, low-mol . -we ight tryptase inhibitor with 
a Ki value of 10 nM. A single-crystal x-ray anal, of the sulfate salt of 
one of compds . confirmed the stereochem. Although RWJ-56423 potently 
inhibits trypsin (Ki » 8.1 nM) , it is selective vs. other serine 
proteases, such as kallikrein, plasmin, and thrombin. we obtained an 
x-ray structure of one of benzothiazole ketone derivative complexed with 
bovine trypsin (1.9-A resolution), which depicts inter alia a hemiketal 
involving Ser-189, and hydrogen bonds with His-57 and Gln-192. Aerosol 
administration of a compound I2R, 2S ; RWJ- 58643) to allergic sheep 
effectively antagonized antigen- induced asthmatic responses, with 70-75% 
blockade of the early response and complete ablation of the late response 
and airway hyperresponsiveness . 
607393-13-5P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 

preparation); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation) ,- USES (Uses) 

(preparation, antiasthmatic action and structure-activity relationship of 
benzothiazole ketone analogs as potent, small-mol. inhibitors of human 
mast cell tryptase) 

607393-13-5 CAPLUS 

2- Pyrrol idinecarboxami de . 1 -acetyl -N- 1 ( 1 R ) - 4 - 1 (aminoiminomethy 1 > amino] - 
(2-benzothiazolylcarbonyl ) butyl ) -4 -hydroxy- , <2S, 4R> - 
(9CI) (CA INDEX NAME) 

CM 1 



mononitrate (salt.) 



Absolute stereochemistry. 
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IT 2871B2-50-7P , RWJ 56423 607392-99-4P 

607393-01-1P 607393-06-6P 607393-14-6P 
608145-22-BP 

RL: PAC (Pharmacological activity)/ SPN (Synthetic preparation)/ THU 
(Therapeutic use); BIOL (Biological study)/ PREP (Preparation)/ USES 
(Uses) 

(preparation, antiasthmatic action and structure-activity relationship of 
benzothiazole ketone analogs as potent, small-mol. inhibitors of human 
mast cell tryptase) 
RN 287182-50-7 CAPLUS 

CN 2 -Pyrrol idinecarboxamide , 1-acetyl-N- [(IS) -4- { (aminoiminomethy 1 ) amino] - 1- 
(2-benzothiazolylcarbonyl) butyl] -4 -hydroxy-, (2S.4R)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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RN 607392-99-4 CAPLUS 

CN 2 -Pyrrol idinecarboxamide, 1-acetyl-N- I (IS) I (aminoiminomethyl) amino! -1- 
(2 -thiazolylcarbonyl) butyl] -4 -hydroxy-, (2S.4R)-, trif luoroacetate (salt) 
(9CI) (CA INDEX NAME) 



CM 1 



Absolute stereochemistry. 
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2- Pyrrol idinecarboxamide . l - acetyl - N- I (13) • 1- (2- 

benzothiazolylcarbonyDbutyll -4- hydroxy- , (28, 4R) crifluoroacecate 
(salt) (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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2 -Pyrrol idinecarboxanide. 1 -acetyl -N- { (1S> - 5- amino- 1- (2- 
benzothiazolylcarbonyl) pentyll -4 -hydroxy- . (2S, 4R) - , 
mono(trifluoroacetate) (salt) <»ci) (ca index NAME) 

CM l 



Absolute stereochemistry. 
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2- Pyrrol idinecarboxamide, 1 -acetyl -N- | (IS) -4- I (aninoiminoaethyl) amino] -1- 
(2-benzothiazolylcarbonyl) butyl ] -4 -hydroxy- . (2S,4R)-. mononitrate (salt) 
(9CI) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry. 
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RN 608145-22-8 CAPLUS 

CN 2-Pyrrolidinecarboxamide, 1 -acetyl -N- I (is) - 
(2-benzothiazolylcarbonyl ) butyl ) -4 -hydroxy- . 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RL-. RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); ract 

(Reactant or reagent) 

(preparation, antiasthmatic action and structure-activity relationship of 
benzothiazole ketone analogs as potent, small -mol. inhibitors of human 
mast cell tryptase) 

2871B2-89-2 CAPLUS 

2- Pyrrol idinecarboxamide, l-acetyl-N- [ (is) -i- (2- 

benzothiazolylhydroxymethyl) -4- I (iminol [ (4 -methylphenyl I sulfonyl 1 amino) met. 
hyl) amino] butyl) -4- (pheny lmethoxy) -. (2S.4R)- (9CI) (CA INDEX NAME) 
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MAR PAT 139:122741 

The invention provides peptide inhibitors that inhibit ubiquitination of 
hypoxia- inducible factor 1 alpha (HIP la) and thereby activate 
transcription of erythropoietin (EPO) , vascular endothelial growth factor 
(VEGF). and certain glycolytic enzymes. The invention further provides 
formulations containing the present peptides and methods of using the present 
peptides for therapeutic purposes. Such therapeutic purposes include 
stimulating angiogenesis in injured tissues such as chronic wounds, heart 
tissues injured by ischemia or heart attack, and neural tissues injured by 
stroke. 

S60085-65-6 



RL: PAC (Pharmacological activity). PEP (Physical, engineering or chemical 
process); PRP (Properties) ,• PYP (Physical process), thu (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(peptide activators of VE<3F for stimulation of angiogenesis) 
RN 560085-65-6 CAPLUS 

CN L-Methionine, L-methionyl -L-leucyl -L-alanyl - <4R> -4 -hydroxy -L-prolyl- l- 
threonyl -l- isoleucyl - L- prolyl - (9Ci> (ca index name) 

Absolute stereochemistry. 




oligomers that are selectively recognized by the free prostate specific 
antigen IPSA) and are capable of being proteolytics 1 ly cleaved by the 
enzymic activity of the free prostate specific antigen. 

IT 561305-14-4D, conjugates 561305- IS- SD , conjugates 

RL: PAC (Pharmacological activity); PRP (Properties),- THU (Therapeutic 
use); BIOL, (Biological study); uses (uses) 

(peptide conjugates useful in the treatment of prostate cancer) 

RN 561305-14-4 CAPLUS 

CN L-Serine, L-asparaginyl- <4R) -4-hydroxy-L-prolyl-L-isoleucyl-L-Beryl-L- 
tyrosyl-L-glutaminyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Chemical conjugates which comprise an oligopeptide covalcntly bonded, either 
directly or through a chemical linker, to a peptide or small mol . that binds 
to an anti -apoptotic Bcl-2 family protein, inhibits the expression of the 
Bcl-2 family protein, or inhibits the function of the Bcl-2 family 
protein. Such a peptide or small mol. that binds to an anti -apoptotic 
Bcl-2 family protein, inhibits the expression of the Bcl-2 family protein, 
or inhibits the function of the Bcl-2 family protein may be conveniently 
referred to as a therapeutic agent. The oligopeptides are chosen from 
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cn L-Serine, L-asparaginyl - <4R> -4-hydroxy-L-prolyl-L-valyl-L-seryl-L-tyrosyl- 
L-glutaminyl- (9CI) (CA INDEX NAME) 
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Novel, potent phenethylamide inhibitors of the - 
hepatitis C virus (HCV) NS3 protease: probing the role 
of P2 aryloxyprolines with hybrid structures 
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AB synthesis of hybrid HCV NS3 protease/NS4A inhibitors having the 

4 , 4-dif luoroaminobutyr ic acid <di f luoroAbu) phenethyl amides as Pl-Pl* and 
qulnolyloxyprol ines as P2 fragments led to I (Boc - tert -butoxycarbonyl ) 
(1C50 54 nM> . Mol. modeling suggests that this potent tripeptide 
inhibitor utilizes interactions in the Si', SI, 82. S3 and S4 sites of the 
protease . 

IT 467441-42-SP 

RL: BSU (Biological study, unclassified); PEP (Physical, engineering or 
chemical process). PRP (Properties); PYP (Physical process); SPN 
(Synthetic preparation),- BIOL (Biological study); PREP (Preparation); PROC 

(Process) 

(binding conformation of prepared phenethylamide peptidomimetic during 
interactions with HCV NS3 protease/NS4A complex) 

RN 46744 1-42-6 CAPLUS 

CN Butanamide, N- 1(1, 1 - dimet hylethoxy ) carbonyl 3 - 3 -methyl - L-valyl - (4R) -4- [ ti- 
met hoxy- 2 -phenyl - 4 -quinol inyl ) oxy) - L-prolyl - 2 -amino-N- 12- (4-carboxy-2, 6- 
ditluorophenyl) ethyl] -4.4-dif luoro-. (2S) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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607403-42-9P 6O7403-43-0P 607403-44-1P 
607403-45-2P 607403-46-3P 607403-54-3P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); 
BIOL (Biological study); PREP (Preparation) 

(preparation and structure-protease- inhibiting activity relationship of 

phenethylamide peptidomimetics) 

607403-42-9 CAPLUS 

Butanoic acid, N- 1(1, 1 -dimethylethoxy) carbonyl ) -3 -methyl-L-valyl- (4R) -4- 
( (7 -met hoxy- 2 -phenyl -4 -quinol inyl) oxy) -L-prolyl - 2 -amino-4 , 4 -di f luoro- . 



<2S>- (9CI) (CA INDEX NAME* 
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CN Butanamide, N- f (2 -methylpropoxy) carbonyl] -L-valyl- (4R) -4- [ n-methoxy-2- 

phenyl-4-quinolinyl)oxy] - L- prolyl - 2 - amino- N- (2- (4 -carboxyphenyl ) ethyl ) -4,4- 
difluoro-, (23) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzoic acid. 4- (2- ( ( (2S) -4,4 -dif luoro- 2- 1 1 { (2S, 4R) -1- [ (2S) -2 -hydroxy- 3- 
methyl- l-oxobutyl ) -4- [ (7-methoxy- 2 -phenyl -4 -quinolinyl ) oxy] -2- 
pyrrolidinyl ] carbonyl) amino) -l-oxobucyll amino] ethyl ) - <ca index name) 

Absolute stereochemistry. 
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cn Benzoic acid, 4- 12- [ I (2S> -2- III (23, 4R) -1- (2, 2 -dimethyl -1-oxopropyl) -4- 1(7- 
methoxy- 2 -phenyl -4 -quinol inyl )oxy] - 2 -pyrrol idinyl] car bony 1) amino] -4,4- 
difluoro- l-oxobutyllaminoJethyl) - (CA INDEX NAME) 

Absolute stereochemistry. 
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cn Benzoic acid, 4- [2- (I (2S) -2- i 1 1 (2S.4R) -l-acetyl-4- 1 (7-methoxy-2-phenyl-4- 
quinol inyl) oxy] - 2 - pyrrol idinyl ] carbonyl ) amino) -4 , 4 -di f luoro- 1 - 
oxobutylj amino) ethyl] -3, 5-difluoro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 6074 03-54-3 CAPLUS 

CN Benzoic acid. 4 - (2-{|(2R)-2- ([((2S.4R) -l-acetyl-4 - I (7-methoxy- 2- phenyl - 4 
quinolinyl) oxy) - 2 -pyrrol idinyl ) carbonyl ) ami nol - 4 , 4 -di E luoro- 1 - 
oxobutyl} amino! ethyl) -3.5 dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 




A II 



r' *** co 2 h 

IT 607403-52-1P 

RL : RCT (Reactant); SPN (Synchetic preparation); PREP {Preparation), RACT 
(Reactant or reagent) 

(preparation and structure-protease- inhibiting activity relationship of 
phenethylamide peptidomimetics) 
RN 607403 -S2-1 CAPLUS 

CN Butanoic acid, 2- I [ I (2S, 4R) - 1 -acetyl -4 - 1 (7-methoxy- 2 -phenyl -4 • 

quinol inyl) oxy) - 2 -pyrrol idinyl ) carbonyl ] amino] -4 , 4 -dif luoro- , methyl 
ester, US)- (CA INDEX NAME) 

Absolute stereochemistry. 
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MAR PAT 139:2934 



The invention provides diagnostic procedures wherein the presence or 
absence of a eel 1 - prol i f erat ing disorder, e.g., a breast cancer, may be 
determined The imaging agents of the invention include alpha- fetoprotein 
hydrophilic analogs which have been determined to target cancers, e.g., breast 
cancer, and are also ant i -cell proliferating in nature. These modulators 
contain amino acid structures which are arranged as a hydrophilic analog 



Of an alpha -fetoprotein. The modulator may be a peptide,- a 
peptidomitnetic- or may be in the form of a pharmaceutical^ acceptable 
scaffold, auch as a polycyclic hydrocarbon to which is attached the 
necessary amino acid structures. The imaging agents of the invention 
further comprise an imaging moiety that allows for the imaging of the area 
targeted by the imaging agent. 

IT 393827-71-9P S32941-24-5P 532941-2S-6P 

RL: DON (Diagnostic use),- PUR (Purification or recovery).- SPN (Synthetic 
preparation) ,- THU (Therapeutic use),- BIOL (Biological study),- PREP 
(Preparation), uses (Uses) 

(a- fetoprotein peptides in treating, preventing and diagnosing 
breast cancer) 
RN 393B27-71-9 CAPLUS 

CN Glycine, L-a- glutamyl - L-methionyl - L- threonyl - (4R) - 4 - hydroxy- L- prolyl - 
L-valyl-L-nsparaginyl- <4R) -4 - hydroxy- L- prolyl - (9CI) (CA index NAME) 

Absolute stereochemistry. 



^ <CH 2 >4 S N - . - 

If 




O . N 

■ If 



RN 532941-24-5 CAPLUS 

CN L-Aaparagine, L-n-glutamyl -L- lysyl-L- threonyl - (4R) -4 -hydroxy -L- 

prolyl-L-valyl-L-asparaginyl- (4R) -4 -hydroxy-L-prolylglycyl - (9CD ■ 
INDEX NAME) 

Absolute stereochemistry. 



RN 532941-25-6 CAPLUS 

CN L-Olutamine, L-u-glutamyl -L-methionyl - L- threonyl - (4R) -4 - hydroxy-L- 

prolyl-L-valyl-L-asparaginyl-L-prolylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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MAR PAT 138:385173 



Rl R2 r3 



H | 




The tide compds. 1 1; Rl 
R2 - H, alkyl. haloaUyl, 



■ (un) substituted alkyl, alkenyl, alkynyl. etc.; 
alkenyl, etc.; R3 • H , alkyl. haloalkyl. 
alkenyl. etc.; or R2 and R3 are taken together with the carbon to which 
they are attached to form a carbocycle of 3-7 carbon atoma, optionally 
where one carbon atom is replaced by a heteroatom selected from the group 
consisting of O, 8, S02. (un) substituted NH,* R4 - alkyl, haloalkyl, 
hydroxyalkyl, etc.; R5 « R6X (wherein X • CO, S02, (un) substi tuted CH2. R6 
- (un)substituted Ph. naphthyl. indanyl, etc.); R25 « H, alkyl, alkoxy, 
etc.l which have activity as inhibitors of p-3ecretase and are 
therefore useful in treating a variety of disorders ouch as Alzheimer's 
disease, were prepared E.g., a multi-step synthesis of (1S,2R)-II, starting 
from <2S) -2- { (tert-butoxycarbonyl) amino] -3- (3, 5 -difluorophenyl) propanoic 
acid, was given. The compds. I showed ICSO of <■ 20 u« in cell tree 
inhibition assay utilizing a synthetic APP substrate. This is a Part 1 of 
1-2 series. 
IT 527732-31-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N, N • - subst i tuted- 1 , 3 - di amino- 2 - hydroxypropanes for treating 
Alzheimer's disease) 
RN 521732-31-6 CAPLUS 

CN 2 -Pyrrol idinecarboxamide, N- ( ( 18, 2R) - 1 - 1 (3 , 5-di f luorophenyl ) met.hyl ] -3- [ 1 (3- 
ethylphenyl) methyl) amino) -2-hydroxypropyl 1 - l-heptyl -4 -hydroxy- , <2S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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A novel class of selective inhibitors of the hepatitis C virus NS3 
protease, an enzyme which is essential for viral replication in vivo, was 
developed. The inhibitors are based on the structure-activity 
relationship between a substrate-based peptidomimet ic ligand and the KCV 
NS3 serine protease. The designed HCV inhibitor and its saturated analogs are 
the first inhibitors of the NS3 protease which inhibit HCV RNA replication 
in the cell -based replicon asaay. In addition, they are orally absorbed and 
stable to metabolic breakdown. Thus, these compds. show many of the 
desirable properties of a druglike archetype and could lead t a clin. 
useful antiviral agent for the treatment of hepatitis C viral infections 
in humans. 
IT 220425-44-5 

RL: PAC (Pharmacological activity); PRP (Properties! ,• BIOL (Biological 

study) 

(macrocyclic inhibitors of the NS3 protease as potential therapeutic 
agents of hepatitis c virus infection) 
RN 220425-44-5 CAPLUS 

CN L-Norvaline, N-acetyl -L- u-aspartyl -L- a-aspartyl-L-isoleucyl-L- 
valyl- (4R) -4- (phenyl me thoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



c ^sA. nh 

CO-»H O Ax. 



L-prolyl -L-glut am inyl - 2 -methyl alanyl - <4R) -4 - hydroxy- L-prolyl - 2- 

met hy la Ianyl-N-[(1S>-1- (hydroxymet hy 1 ) - 2 -phenyl ethyl ) - (CA INDEX NAME) 
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New development in the tritium labeling ot peptides 
and proteins using solid catalytic isocopic exchange 
with spillover-tritium 

Zolotarev, Yu . A.; Dadayan, A. K . ; Bocharov. E. v.; 
Borisov, Yu. A.,- Vaskovsky, B. V.,- Dorokhova. E. M. , 
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Sciences, Moscow, Russia 
Amino Acids (2003), 24(3), 325-333 
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Springer-Verlag Wien 
Journal 

fAGE: English 

The mechanism of the reaction of high temperature solid state catalytic isotope 
exchange (HSCIB) of hydrogen in peptides with spi Hover- trit i urn at 
140-180»C was analyzed. This reaction was used for preparing 
(3H)enkephalins such as 13H1DALG with specific activity of 13a Ci/mmol and 
|3H) LENK with specific activity of 120 Ci/mmol at 180»C. The 
analogs of |3H)ACTG4-10 with specific activity of 80 Ci/mmol, 
{3HJ zervamicin IIB with specific activity of 70 Ci/mmol and !3H| conotoxi n 
01 with specific activity 35 Ci/mmol were produced. The obtained prepns . 
completely retained their hiol . activity. [3H] Peptide anal, using 3H Nmr 
Spectroscopy on a Varian UNITY-600 spectrometer at 640 MHz was carried 
out. The reaction ability of amino fragments in HSCIE was shown 
both of their structures and on the availability and the mobility of the 
peptide chain. The reaction of HSCIE with the p-galactosidase from 
Termoanaerobacter ethanolicus was studied. The selected HSCIE conditions 
allow to prepare I3H) p-galactosidase with specific activity of 1440 
Ci/mmol and completely retained its the enzymic activity. 
79395-85-0P, Zervamicin IIB 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation), USES (Uses) 

Itritium-labeled; tritium labeling of peptides and proteins using solid 

catalytic isotopic exchange with spillover-tritium) 
79395-85-0 CAPLUS 

L-Prolinamide, N-acetyl -L- tryptophyl - L- isoleucyl - L-glut aminyl -D- i sovalyl - L- 
isoleucyl-L-threonyl-2-methylalanyl-L-leucyl-2-methylalanyl- (4R) -4 -hydroxy - 



HO-CH 3 
Ph" CH2-CH- NH- 



O Me 
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Research Center for Tropical Diseases, The Kitasato 
Institute, Tokyo, 108-9642, Japan 
Journal of Antibiotics (2003), 56(3), 322-324 
CODEN: J ANT A J; ISSN: 0021-B820 
Japan Antibiotics Research Association 
Journal 
English 

The in vitro antimalarial activities of leucinostat in A, polyketomycin, 
and takaokamycin, were studied and compared with those Of clin. used 
antimalarial drugs. In vitro activities against Plasmodium falciparum 
□trains Kl and FCR3, and cytotoxicity against human diplid embyonic cell 
line <RC-5 were measured. Leucinostatin A and takaokamycin showed 
moderate selectivity indexes with the ratios in the ranges o£ 92 , apprx. 
14a and 45 .apprx. 333 for the MRC-5 cells/Ki strain and MRC-5 cells/FRC3 
strain, resp. 

76600-38-9, Leucinostatin A 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(antimalarial activities of microbial metabolites in vitro) 
76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME)' 



Et-CH-CH~CH-C 



I! I I 

C-NH-CH-CH- Pr-i O 
- NH- CH-CH2-CH-CH2~CH- CH2~C-Bt 
Me OH 



0 Me O 

1 I II 
C- NH C- C " NH-CH- Bu i 



O Me O Me O O Me 

i II I il II I 

C- NH" C- C NH- C" C--NH-CH2 - CH2~C- NH — CH~ 

C - NH - CH- Bu- i 



" CH2- NMe 2 
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Peptides from various peptide libraries, their diners 
and fusion proteins as modulators of insulin and IQF-1 
receptors 
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.nsulin-like growth 
»ity and identified 



Peptide sequences capable of binding 
factor receptors with either agonist 

from various peptide libraries are disclosed. This invention also 
identifies at least two different binding sites, which are present on 
insulin and insulin-like growth factor receptors, and which selectively 
bind the peptides of this invention. As agonists, the peptides of this 
invention may be useful for development as therapeutics to supplement or 
replace endogenous peptide hormones. The antagonist peptides may also be 
developed as therapeutics. Diroers and fusion proteins are also disclosed 
as insulin and IGF-I receptor modulators. 
S06430-S2-0P 

RL: BPN (Biosynthetic preparation). PRP (Properties); SPN (Synthetic 

preparation); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(peptides from various peptide libraries, their dimers and fusion 
proteins as modulators of insulin an IGF-l receptors) 

506430-52-0 CAPLUS 

D-Olutamine. L-n- glutamyl - L- tryptophyl -L-arginyl-L- u-aspartyl - 
(4R) -4 -hydroxy -L-prolyl-L- phenyl a lanyl - L- tyrosyl - L- «-asparty 1 - L- 
tryptophyl - L-phenylalanyl - L - «-aspartyl - L- <x- glutamyl -D- 
iaoleucyl- (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 



, C0 2 H Et^ 



. N.. O . NH 



X V'Y ■ ^YY 
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Absolute stereochemistry. 




AB Peptides ao-ai-A2-A3-A4-A5-A6-A7.a8-A9.aio [ao is absent or Ac. 
N-acetylazetidine-2 (or 3>-earbonyl, N-acetylnipecotyl, 

N-«cetylpiper idine-4 -acetyl . or N-acetylprolyl ; A1-A8 represent amino acid 
residues (defined), A9 is prolyl; A10 is D-alanylamide, 
D-lysyl (N i: -acetyl ) amide , ethylamide, or N-methyl -D-alanylamide 
(with provisos)) or their pharmaceut ical ly-acceptable salts were prepared 
tor inhibiting angiogenesis . Thus, N- (N-acetylnipecotyl) -Sar-Gly-val-D- 
Ile-Thr-Nva- ile-Arg- Pro-NHEt was prepared by the solid-phase method using 
Fmoc- protected amino acids. The synthesized peptides inhibited human 
endothelial cell migration by at least 50 % at concns. of 100 nM. 

IT 4968S9-03-1P 496859-04-2P 496BS9-05-3P 
4968S9-06-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); biol (Biological study); PREP (Preparation)* USES 
(Uses) 

(preparation of peptides having ant iangiogenic activity) 
RN 496859-03-1 CAPLUS 

CN L-Prolinamide, N- acetyl -N-methylglycylglycyl-L-valyl-D- a lloisoleucyi- (4R) - 
4 - hydroxy- L- prolyl -L-norvalyl -L-isoleucyl-L-arginyl-N-ethyl- (9CI) (ca 
INDEX NAME) 

Absolute stereochemistry. 



L6 
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PATENT NO. 



2003:117854 CAPLUS 
138: 153833 

Preparation of peptides having antiangiogenic activity 

Haviv, Fortuna; Bradley, Michael P.; Kalvin, Douglas 

M , ; Henkin, Jack 

Abbott Laboratories, USA 

PCT Int. Appl . , 50 pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



APPLICATION NO. 



I 2003011896 



AE, AG, AL, 



AM, AT 
CZ, DE 
ID, IL 



20030213 WO 2002-US19574 

AU, AZ, BA, BB, BG, BR, BY, 
DK, DM, DZ, EC, EE, ES. FI , GB , GD. GE, OH, 



LS, LT, LU, LV, 



PL, PT, RO, 
UA, UQ, 1 
RH: OH, OM. I 
CY, DE, I 
BP, BJ, ( 

US 2003050246 

CA 2454753 

AU 2002315383 

EP 1421107 

R: AT, BE, ( 
IB. SI. 1 

HU 2004001629 

JP 2005507864 

US 2003045477 

MX 2004PA00805 

BO 108587 
PRIORITY APPLN. INFO.: 



RU, SD. 

VN, YU, 

LS, MH, 

ES, FI. 

CO. CI, 

Al 

Al 



IN, IS, JP, 
MD , MG , MX , 
SE, SG, 51, 
ZA, ZM, ZW 
MZ, SD, SL, 
FR, GB, GR , 
CM. GA, GN, 

20030313 

20030213 

20030217 

20040S26 
ES, FR, GB, 
RO. MK, CY, 

20041129 

20050324 

20030306 

20040603 

2005033 1 



KE , KG , 
MN, MW, MX, MZ, 
SK, SL, TJ, TM, 



SZ, TZ, 
IB, IT, 
GO, GW, 
US 2001- 
CA 2002- 
AU 2002- 
EP 2002- 
OR, IT, 
AL. TR 
HU 2004- 
JP 2003- 
US 2002- 
MX 2004- 
BG 2004 
US 2001- 
WO 2002- 



LU. MC, 
ML, MR , 

915956 

2454753 

31S383 

742231 
LI, LU, 



1629 

517087 

205924 

PA805 

108587 

915956 

US19574 



KZ, LC. LK, 



ZW, AT. BE, CH. 

NL, PT. SE. TR, 

NE. SN. TD. TG 
20010726 
20020620 
20020620 
20020620 

NL. SE. MC, PT, 

20020620 
20020620 
20020726 
20040126 
20040216 
A 20010T26 
W 20020620 



Me o 

i li 



O. n- Pr O (CH; 

* Me Et 



OTHER SOURCE (S) : 



MAR PAT 138:153833 




X 



496859-04-2 CAPLUS 

L-Prolinamide. N- acetyl - N-methyl glycylg lycyl - L- valyl -D-al loisoleucyl - <4R) - 
4 -hydroxy- L- prolyl - L-norvalyl - L- isoleucyl - L-arginyl -N- ethyl - , 
oono(trifluoroacetate) (salt) (9CI) (CA INDEX name) 

CM 1 



76.-05-1 

C2 H F3 02 



Absolute stereochemistry. 



/\ ^NH 

f If °* 



RN 496859-05-3 CAPLUS 

CN L-Prolinamide, N-acetyl -N-methy lglycylglycyl - L- valyl -D-al loisoleucyl -L- 
threonyl- (4 R ) - 4 - hydroxy- L- prolyl - L- isoleucyl -L-arginyl -N-ethyl - (SCI) 
INDEX NAME) 

Absolute stereochemistry. 



CMF C2 H F3 02 




REFERENCE COUNT: 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



0 , <CH2> 3 



H2N NH 

RN 496859-06-4 CAPLUS 

CN L- Prol inamide, N- acetyl -N-methy lgl ycylg 1 ycy 1 - L- valyl -D-al loiaoleucyl - L- 
threonyl - (4R) -4 -hydroxy -L- prolyl - L- iaoleucyl -L-arginyl -N-eChy 1 - , 
roonoUrif luoroacetate) (Bait) (9CI) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry . 



AUTHOR (S) : 



CORPORATE SOURCE : 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE : 
IANGUAQE : 

AB A biotechnol . 




CAPLUS COPYRIGHT 2007 ACS on STN 
2003:107002 CAPLUS 
138 : 317290 

Production of zervamicin IIB peptide antibiotic 
isotopically modified with 13C ♦ 15N 
Sklodnev. D. A.; Rogozhkina. B. A.; Kondakova. R. V., 
Shveta. v. I . ; sviahcheva, N. V. f Yakimenko. Z. A./ 
Shenkarev, Z. O,; Ovchinni kova , T. V.; Raap, J. 
Fed oos. Unitarnoe Predpr, OosNIIgenetlka. 
117545. Russia 

Biotekhnologiya (2002), CS) . 32-40 
CODEN; BTKNEZ; ISSN: 0234-2758 
Biotekhnologiya 
Journal 
Russian 

method for obtaining zervamicin peptide antibiotic 



isotopically modified in carbon and nitrogen atoms with 13C and 15N, 
resp., has been developed and implemented. The bioraass of the fungal 
producer Enter ice 1 lops is aalmosynnemata grown on a full (13C ♦ 14 N) medium 
served as a source of the indicated antibiotic. This medium contained 
autolyzates and exopolysacchar ides obtained from Methylobaci llus 
flagellatum KT obligate bacterial methylotroph as growth factors. Its 
culturing was carried out in a laboratory fermentor on a minimal 13C ♦ 1SN 
medium with 13C-methanol as a single source of carbon and energy. 
79395-85-op, zervamicin IIB 

RL : BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(production of zervamicin IIB peptide antibiotic isotopically modified with 
13C ♦ 15N) 
79395-85-0 CAPLUS 

L-Prol inamide. N-acetyl -L-tryptophyl - L- iaoleucyl - L-glutaminyl -D- isovalyl -L- 
isoleucyl -L-threonyl -2 -methylalanyl -L- leucyl- 2-methylalanyi- (4R> -4-hydroxy- 
L- prolyl -L-glutaroinyl- 2-methylalanyl - (4R> - 4 - hydroxy -L- prolyl -2- 
methylalanyl-N- ( (IS) -1- (hydroxymethyl ) - 2 -phenylethyl 1 - (CA INDEX NAME) 



™ X I H A -s- s 

)~ J 0 , (CH 

HO / "»"' 

H2N NH 



CM 2 

CRN 76-05-1 



AcNH O 

! II 



Et O 



CH - El 



NH- CH- C- NH- CH- C" NH- C~ C- NH~ CH~ C~ 



t! 



CH 2 - CH 2 -C-NH^ 



NH CH 

I 

CH — 

i 

OH 



i-Bu 

I 



C NH - C- C- NH - CH ' C" 



He O 

I f! 

IH~C"C- 
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f N--C-C-NH-C — 
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ACCESSION NUMBER: 
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INVENTOR (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



peptides and use in cancer 



2003:76637 CAPLUS 
138:131089 

"-Fetoprotein 
treatment 

Andersen. Thomas T.,- Bennett, James A.; Jacobson, 

Herbert I.; Meafin, Fassil B. 

Albany Medical college, USA 

PCT Int . Appl . . 69 pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



PATENT NO. 



APPLICATION NO. 



DATE 



Me- C- Me 

I 

r 

C — o 



WO 2003007978 

W: AE, AO, 

CO, CR, 
HR, HU, 



Al 20030130 
AM. AT, AU, AZ, 
CZ, DE , DK , DM, 



LT, LU, LV, 



CH -CH2 -CH2-C-NH 2 

NH 

I 



RU, SD. 
YU, ZA, 
RW: GH , 



WO 2001-US17748 20010602 

BA, BB , BO, BR, BY, BZ, CA, CH, CN, 

DZ, EE, BS. PI, OB, OD, GE, OH, OM, 

KE, KO, KP, KR. RZ, LC. LK, LR. LS , 

MN. MM, MX, MZ, NO, NZ, PL, PT. RO, 

TJ, TM. TR. TT. TZ, UA, UO, UZ, VN. 



ZW 

KE. LS. MW. MZ. SD, SL, SZ, TZ, VQ, ZW, AT, BB. CH. CY. 



DE. DK, ES, PI. FR. GB. OR. IB. IT, LU, MC, NX. PT, SB, TR, BP. 
BJ, CF, CO, CI. CM, OA, ON, GW. ML. MR, NE. SN, TD , TO 
CA 24492B4 Al 20030130 CA 2001-2449284 20010602 

AU 2001268133 Al 20030303 AU 2001-268133 20010602 

EP 1401467 Al 20040331 EP 2001-946037 20010602 

R; AT, BE. CH. DE, DK . ES. PR. GB, OR, IT. LI, LU, NL, SB, MC, PT, 
IE. SI, LT, LV, PI. RO, MX. CY, AL. TR 

20041202 JP 2003-513583 20010602 
WO 2001-US1774B W 20010602 

The invention addresses the need for methods of treatment and prevention 
of breast cancer, and other cancers, by providing a peptide of 8-20 amino 
acids in length which comprises a hydrophilic analog of an 
it- fetoprotein peptide emtpvnpg. The peptides may be linear, but are 
preferably cyclic. The peptides may be provided as dimers or other 



multimero. A composition comprising the peptide, an antibody that specifically 
binds to the peptide, a method of reducing estrogen-stimulated growth ol 
cells using the peptides, and a method of treating or preventing cancer, 
e.g. breast cancer, are also provided. The treatment or prevention method 
can include the use of tamoxifen therapy in combination with the peptide 
therapy. 
IT 393B27-71-9P 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity),- PRP 
(Properties) ,• spn (Synthetic preparation),- THU (Therapeutic use),- biol 
(Biological study).- phep (Preparation); USES (Uses) 

(a- fetoprotein peptides and use in cancer treatment) 
RN 393827-71-9 CAPLUS 

CH Glycine, L-u-glutamyl - L-methiony 1 - L-threonyl - MR) -4 -hydroxy- L-prolyl - 
L-valyl-L-asparaginyl- <4R> -4 -hydroxy- L-prolyl- (9CI) (ca index name) 

Absolute stereochemistry. 



*1 




4 rr h i 

0 i-Pr O j 

(o • 0H 



X N 



XT 489448- 16-0 4 894 4 8- 16 - 0D , pept idomimet ic derivs. 
489448-18-2 4 894 4 8 - 1 8 - 2D , pept i dom i met i c derivs. 
469448- 19-3 4 894 4 8- 19 - 3D . pept i dom i met i c derivs. 

RL: PAC (Pharmacological activity), PRP (properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(a- fetoprotein peptides and use in cancer treatment) 
RN 489448-16-0 CAPLUS 

CN L-Glutamine. L-u-glutamyl -L-methionyl -L-threonyl - (4R) - 4 - hydroxy- L- 

prolyl-L-valyl-L-asparaginyl - <4R) -4-hydroxy-L-prolylglycyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 489448-16-0 CAPLUS 

cn L-Glutamine, L-<i -glutamyl - L-methionyl -L-threonyl - <4R) -4 -hydroxy-L- 

prolyl -L- valyl -L-asparaginyl - (4R) -4 - hydroxy -L-prolylglycyl - (9CI) (CA 

INDEX NAME ) 

Absolute stereochemistry. 



PAGE l-A 




NH 2 



PAGE 1-B 



C0 3 H 




RN 4B944B-18-2 CAPLUS 

CN Olycine. L-a-glutamyl - L-methionyl -L-threonyl- (4R) -4 -hydroxy- L- prolyl - 
L-valyl-L-asp*raginyl-L-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeS 




CN Glycine. L-u-glutamyl - L-methionyl - L-threonyl -' <4R) -4 - hydroxy -L-prolyl - 
L-valyl-L-asparaginyl-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Absolute stereochemistry. 





RN 489448-19-3 CAPLUS 

CN L-Glutamic acid, L-«-glutamyl - L-methionyl -L-threonyl- <4R> -4 -hydroxy- 

L-prolyl-L-valyl-L-asparaginyl-L-prolylglycyl- (9CI) (ca INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2003:66605 CAPLUS 
138: 122863 

Preparation of peptide derivatives, the derivatives 
immobilized on polymer particles, and screening of 
proteins using the particles 

Takahashi, Takeshi; Tan oka, Hiroshi.- Hands. Hiroshi; 
setoi. Hiroyuki; Hatori, Hidetaka/ Yoshitnitsu. 
Tatsuya; Kobayaahi, Mikio 

Tokyo institute of Technology, Japan; Fujisawa 

Pharmaceutical Co., Ltd. 

Jpn. Kokai Tokkyo Koho, 36 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



KIND DATE 



APPLICATION NO. 



DATE 



20030129 



PATENT INFORMATION; 

PATENT NO. 

JP 2003026698 
PRIORITY APPLN . INFO. 
OTHER SOURCE <S) : MAR PAT 138:122863 

AB R1XCONHCHR2CONR3 (CH2 ) nCHR4CONHCHR5COR6 [I; Rl - aryl or heterocyclyl which 
may be substituted with heterocyclyl, aryl, (un) aubst ituted oh, alkyl, 
wherein heterocyclyl and aryl may have lower alkyl or halo, X » direct 
bond, lower alkylene, lower alkenylene,- R2 » lower alkyl which may be 
substituted with £1 amino, hydroxyl, halo, carboxy, carbamoyl, 
heterocyclyl, aryl, lower alkylthio; R2 may be bonded to neighboring N 
atom to form a heterocycle; R3 » H, halo; R4 - H, lower (hydroxy) alkyl ; R3 
and R4 may be bonded together to form a heterocycle which may have OH 
and/or lower alkyl,- R5 - H, lower alkyl. lower alkenyl; R6 = H, 
(un)substituted hydroxyl, lower alkyl. (un) substituted lower hydroxyalkyl , 
(un) substituted lower aminoalkylamino.- n - 0*2,' if Rl - lower 
alkenyl -quinol in-4 -yl , hydroxyphenyl . X » direct bond, R2 » lower alkyl 
substituted with amidinoamino. OH, or halo, R3 and R4 are bonded together 
to form pyrrolidine ring substituted with OH and lower alkyl, and R6 • OH, 
then n * o) , and their salts inhibit gluconeogenesis and are useful 
for treatment of diabetes and obesity. Also claimed are I (exceptions 
where n «• 0 shown above is not applied) immobilized on 
styrene-glycidyl methacrylate copolymer particles through a spacer and 
screening of proteins capable of binding to I using the immobilized 
products. Sequences of genes encoding the proteins thus obtained are 
applied to mass production of the proteins and the proteins are useful for 
screening or designing of drugs which show stronger gluconeogenesis- 
inhibiting activity. N- (4 -aminobutyl > - 2 - ( I [ 1 - [ 5- 
( Iamino(imino)methyllaminol - 3 -chloro-4 -hydroxy-2- [ 14 - hydroxy- 3 - (3- 
isopropenyl -4 -quinol inyl ) benzoyl ) amino] pentanoyl] - 3 - hydroxy- 3 -methyl - 2 - 
pyrrol idinyllcarbonyl) amino] -3-methyl - 2 -butenamide (preparation given) 
inhibited gluconeogenesis in fasting rats at icso 2.27 ug/mL,. 

IT 491602-69-8P 491602-70-1P 491602-71-2P 
4916O2-B0-3P 491602-81-4P 491602-89-2P 

491602- 90-SP 491602-91-6P 491603-O3-3P 

491603- 04-4P 491603-05-SP 491603-15-7P 
491603-16-8P 491603-17-9P 491603-69-1P 

491603- 83-9P 491603-95-3P 491604-06-9P 

491604- 20-7P 

RL: CPN (Combinatorial preparation); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); CMBI (Combinatorial study), 
PREP (Preparation), USES (Uses) 

(preparation of peptide deriva. as gluconeogenesis inhibitors and polymer 
particles immobilizing the derivs. for screening of proteins) 
RN 491602-69-8 CAPLUS 

CN L-Isoleucine, N2- (4 -hydroxy-3 - (3- (l-methylethenyl> -4 -quinol i nyl ] benzoyl 1 - L- 
lysyl- (4R) -4 -hydroxy- L- prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



11 1 



CH 2 



« T 

_U '- CQ 2 H 



I] - N f 

" w 

O <CH 2 >4 

NH2 OH 

RN 4 91602-70-1 CAPLUS 

CN L-Isoleucine. N2- [4 - hydroxy- 3 - [3- ( 1 -methylethenyl ) -4 -quinol inyl) benzoyl) -L- 
lysyl- (4S> -4-hydroxy-D-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CO 



T 



II i 

k ^ . . N 



X C0 2 H 



RN 491602-71-2 CAPLUS 

CN L- Isoleucine. N2- [4 - hydroxy- 1 - 13- ( 1 -methylethenyl ) -4 -quinol inyl) benzoyl) -L- 
lysyl- <4S) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 ^kJL. 

I \ ,/ 

fl iriHW ' 



RN 4 91602-80-3 CAPLUS 



CN L-Valine. N2- (4 -hydroxy- 3 - [3 - < 1 -methyl ethenyl ) - 4 -quinol inyl) benzoyl) - L- 
lysyl- (4S> -4- hydroxy-D- prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 491602-81-4 CAPLUS 

CN L- Valine. N2 - 14 -hydroxy- 3 - [3 - ( 1 -met hy letheny 1 ) -4 -quinol inyl ) benzoyl ) -l.- 
lysyl - <4 S) -4 - hydroxy- L- proly 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491602-89-2 CAPLUS 

CN D- Valine, N2- 1 4 -hydroxy- 3- (3- < 1 -methyl ethenyl > - 4 -quinol inyl ) benzoyl ) - L- 
lysyl- <4R> -4-hydroxy-L-prolyl • <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




-i 



RN 491602-90-5 CAPLUS 

CN D-Val ine. N2- (4 -hydroxy- 3 - (3- U -met hy let henyl ) - 4 -quinol inyl) benzoyl) -L 
lysyl- <4S> -4 -hydroxy -D-prolyl- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




-i 



M"2 OH 



RN 49160 2-91-6 CAPLUS 

CN D- valine. N2- (4 -hydroxy- 3 - [3 - U-methylethenyl) -4 -quinol inyl ) benzoyl) -L 
lysyl - (4 S) -4- hydroxy- L- prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O <CH 2 >4 ^ ~ J 

^NH 2 OH 



RN 491603-03-3 CAPLUS 



CN L-Leucine, N2- [4 -hydroxy- 3- 13-11 -methyl ethenyl ) -4 -quinol inyl 1 benzoyl ) -L- 
lysyl- (4R> -4 - hydroxy -L- prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491603-04-4 CAPLUS 

CN L-Leucine, N2- (4 -hydroxy- 3- (3- ( 1 -methylethenyl) - 4 -quinolinyl ] benzoyl 1 - L- 
lysyl- <4S> -4-hydroxy-D-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491603-05-5 CAPLUS 

CN L-Leucine, N2- (4 -hydroxy- 3 - (3- ( 1-methylethenyl ) -4 -quinolinyl) benzoyl ) - L- 
lysyl-MS) -4 - hydroxy -L- prolyl- (9CII (CA INDEX NAME) 

Absolute stereochemistry. * 



If 

I l H 



(CH 2 ) 4 



y^ c °2» 

N s v 

Li/ 



RN 491603-15 -T CAPLUS 

CN 0-L.eucine, N2- (4 -hydroxy- 3 - (3- ( 1 -methylethenyl ) -4 -quinol inyll benzoyl) - 
lysyl- (4R) -4 -hydroxy- L- prolyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Y 



o 



RN 491603-16-8 CAPLUS 

CN D-Leucine, N2- M-hydroxy-3- 13- ( 1 -methylethenyl > -4 -quinolinyl] benzoyl J - 
lysyl- (4S) -4 -hydroxy- D- prolyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



■ I 



T 

CH 2 



RN 491603-1T-9 CAPLUS 



CM D-Leucine, N2- 14-hydroxy-3- |3- (1 -methyl ethenyl ) -4 -quinol iny 1 1 benzoyl ) -L- 
lysyl- MS) -4 -hydroxy- L-prolyl- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




MH2 OH 



RN 491603-69-1 CAPLUS 

CN L-Isoleucine. N2- (4 -hydroxy-3 - (3- ( 1 -methylethenyl ) -4 -quinol inyl } benzoyl ) - L- 
lysyl- MR) -4-hydroxy-D-prolyl- (9CI) (CA index name) 

Absolute stereochemistry. 




RN 491603-83-9 CAPLUS 

CN L-Valine. N2- 14 -hydroxy-3- 13- U -methylethenyl ) -4 -quinol inyl I benzoyl I - L- 
lysyl- <4R) -4-hydroxy-D-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491603-95-3 CAPLUS 

CN D-Valine, N2- (4 - hydroxy- 3 - [3- < 1 -methylethenyl ) - 4 -quinol inyl) benroyl) -L- 
lysyl - (4R> -4-hydroxy-D-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491604-06-9 CAPLUS 

CN L-Leucine, N2- |4 - hydroxy- 3 - (3- ( 1 -methylethenyl > -4 -quinol inyl 1 benzoyl) -L- 
lysy) ■ <4R> -4-hydroxy-D-prolyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 491604 -20-1 CAPLUS 



CN D-Leucine, N2- [4 -hydroxy-3- (3- (I -methylethenyl) -4-quinolinyl ] benzoyl) -L- 
lysyl- MR) -4-hydroxy-D-prolyl- (9CD (CA INDEX name) 



Absolute stereochemistry. 




H 1 ' 



«cn a iA"\ 

'NH 2 OH 



IT 491602-79-0P 

RL: CPN (Combinatorial preparation),- THU (Therapeutic use),- biol 
(Biological study); CMBI (combinatorial study); PREP (Preparation); uses 
(Uses! 

(preparation of peptide derivs. as gluconeogenesis inhibitors and polymer 
particles immobilizing the derivs. for screening of proteins) 
RN 491602-79-0 CAPLUS 

CN L-Valine, N2- |4 - hydroxy- 3 - (3- ( 1 -methylethenyl ) -4 - quinol iny 1 } benzoyl) -L- 
lysyl- MR) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS On STN 
2003 :45207 CAPLUS 
139:4846s 

A Novel Conus Peptide Ligand for 
Perber, Michael; Sporning, Annett 
DeLaCruz, Richard; Watkins, Maren 
M. ,• Terlau, Heinrich 

AO Molekulare und Zellulaere Neuropharmakologie , 
Max-Planck-lnstitut fuer Experimentel 1 e Medizin. 
aoettingen, D-3707S. Germany 

Journal of Biological Chemistry (2003), 278(4), 
2177-21B3 

CODEN: JBCHA3; ISSN: 0021-9258 



publisher: American society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB voltage-gated ion channels determine the membrane excitability of cells. 

Although many conus peptides that interact with voltage-gated Na* and Ca2* 
channels have been characterized, relatively few have been identified that 
interact with K« channels. He describe a novel Conus peptide that 
interacts with the Shaker K* channel, KM-conotoxin RIIIK from Conus 
radiatus. The peptide was chemical synthesized. Although KM-conotoxin 
RIIIK is structurally similar to the u-conotoxins that are sodium 
channel blockers, it does not affect any of the sodium channels tested, 
but blocks Shaker K« channels. studies using Shaker K» channel mutants 
with single residue substitutions reveal that the peptide interacts with 
the pore region of the channel. Introduction of a neg. charge at residue 
427 (K427D) greatly increases the affinity of the. toxin, whereas the 
substitutions at two other residues, Phe425 and Thr449, drastically 
reduced toxin affinity. Based on the shaker results, a teleost hotnolog of 
the shaker K» channel, TShal was identified as a KM-conotoxin RIIIK 
target. Binding of KM-conotoxin RIIIK is state-dependent, with an 
IC50 ot 20 nM for the closed state and 60 nM at 0 mV for the open state of 
TShal channels. 

IT 547753-77-5, KM-Conotoxin R HIK (reduced) 
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(amino acid sequence; novel Conus peptide ligand for K* channels) 
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AB The invention is a group of compds. named halovirs with antiviral activity 
that are structurally related to compds. isolated from a marine fungus 
CNL240. Halovirs are comprised of a short, amphipathic helical peptide 
with an extended lipid moiety on the N-terminal end of the peptide. The 
halovirs have demonstrated activity against herpes simplex virus, types I 
and II. The synthesis of halovir A (I) was given. 

IT 277302-27-9P , Halovir A 

R l : NPO (Natural product occurrence); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
occu (occurrence); PREP (Preparation); uses (uses) 
(halovir antiviral marine natural products) 
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L- leucy 1 -L-valyl-Ni- J (IS) -1- (hydroxymethyl) -3-methylbutyl) - (CA INDEX 
NAME) 
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RL: NPO (Natural product occurrence); PAC (Pharmacological activity).- THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
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CN L-Glutamamide, 2-methyl-N- < 1 -oxododecyl ) alanyl - (4R) -4 -hydroxy -L- prolyl -L- 

leucy 1 - L- valyl - Nl - I ( IS) - 1 - (hydroxymethyl ) - 3 -methylbutyl ) - (9CI> (CA INDEX 
NAME) 
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Solution NMR studies of antiamoebin, 
channel - forming polypeptide 
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AB Antiamoebin I is a membrane -active peptaibol produced by fungi of the 
species Emericellopsis which is capable of forming ion channels in 
membranes. Previous structure detns . by x-ray crystal log. have shown the 
raol. Is mostly helical, with a deep bend in the center of the polypeptide, 
and that the backbone structure is independent of the solvent used for 
crystallization In this study, the solution structure of antiamoebin was 

determined by 

NMR spectroscopy in methanol, a solvent from which one of the crystal 
structures was determined The ensemble of structures produced exhibit a 
right-handed helical C terminus and a left-handed helical conformation 
toward the N-terminua, in contrast to the completely right-handed helixes 
found in the crystal structures. The nmr results also suggest that a 
•hinge* region exists, which gives flexibility to the polypeptide in the 
central region, and which could have functional implications for the 
membrane insertion process. A model for the membrane insertion and 
assembly process is proposed based on the antiamoebin solution and crystal 
Structures, and is contrasted with the assembly and insertion mechanism 
proposed for other ion channel - forming polypeptides. 

IT 64347-31-1, Antiamoebin I 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(solution NMR studies of antiamoebin, a membrane channel - forming 
Emericellopsis polypeptide) 

RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
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OTHER SOURCE (S): MAR PAT 138:83355 

Afl The invention provides new u3es of DPIV- inhibitors and their corresponding 

pharmaceutical ly acceptable acid addition salt forms, for treating conditions 
mediated by DPiv or DPIV- like enzymes, such as cancer and tumors. In a 
more preferred embodiment, the compds. of the invention are useful for the 
treatment of metastasis and tumor colonization. 

IT 4B2349-28-0 

RL; PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(use of dipeptidyl peptidase IV inhibitors as antitumor agents) 
RN 482349-28-0 CAPLUS 

CN L-lsoleucine, L- isoleucyl - (4R) -4 - hydroxy- L- prolyl- oci) (ca index name) 
Absolute stereochemistry. 
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Peptide structures useful for competitive modulation 
of dipeptidyl peptidase IV catalysis, and therapeutic 
use 

Demuth, Hans Ulrich; Hoffmann, Torsten; Manhart, 
Susanne; Hoffmann, Matthias; Heins, Jochen 
Probiodrug AG, Germany 
PCT Int . Appl . , 54 pp. 
CODEN: PIXXD2 

Patent 
English 
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OTHER SOURCE (S) 



MAR PAT 138:66712 



The invention provides compds. ABCDE 1A • any amino acid except D-amino 
acid; B» Pro. Ala, Ser, Oly, Hyp, acetidine- (2) -carboxylic acid, pipecolic 
acid; c » any amino acid except Pro, Hyp, acetidine- (2) -carboxylic acid, 
pipecolic acid, N- alkylated amino acid; D. E - any amino acid or absent) 
and pharmaceutical ly acceptable salts thereof. The compds. can be used 
for the preparation of a medicament for the prophylaxis or treatment of a 
. condition mediated by modulation of dipeptidyl peptidase IV activity, 
wherein the condition preferably is selected from impaired glucose 
tolerance, diabetes mellitus. glucosuria and metabolic acidosis. 

IT 482349-2B-0P 

RL: PAC (Pharmacological activity), PRP (Properties); SPN {Synthetic 
preparation), THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation),- USES (Uses) 

(peptide compds. for competitive modulation "of dipeptidyl peptidase IV, 
and therapeutic use) 
RN 482349-28-0 CAPLUS 

cn L-lsoleucine. L- i soleucyl - (4 R) ■ 4 - hydroxy- L- prolyl - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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AB The metabolism of 
antifungal agent 



CAPLUS COPYRIGHT 2007 ACS on STN 
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Metabolites of micafungin in rats and dogs 
Kaneko, Hayato; Yamato, Yasuhiro; Terakawa, Yuriko; 
Pujiwara, Tomoichi ,- Suzuki, Akira; Kawamura, Akio; 
Terakawa, Masato. Kagayama, Akira 
Biopharmaceutical and Pharmacokinetic Research 
Laboratories. Fujisawa Pharmaceutical Co.. Ltd.. 
Osaka. 532-8514, Japan 

Nippon Kagaku Ryoho Gakkai Zasshi (2002), SOISuppl. 
1), 88-93 

CODEN: NKRZE5 ,- ISSN: 1340 -7007 

Nippon Kagaku Ryoho Gakkai 
Journal 
Japanese 

micafungin (MCFG) , a new echi nocandin- 1 i ke lipopeptide 
was evaluated in rats and dogs. 1. After an i,v. 
administration of 14C labeled MCFO to rats and dogs, mcfg and MS were 
mainly observed in plasma samples, and Ml and M2, which have antifungal 
activity, were barely detectable. The main compound observed was M5 in urin> 
samples and MCFO in fece3 and bile samples. 2. The relative ratios of Ml 
and M2 to the total radioactivity in lung, liver, spleen, and kidney 
samples were higher than that in the plasma samples. In the liver sample 
at 24 h after administration. Ml, M2 and MCFG were 26.9*, 22. 8\ and 8.9* 
of total radioactivity, resp. 3. From the anal, of plasma, urine, feces, 
and bile samples, the catechol form of MCFO (Ml), methylated form of Ml 
(M2), open-ring form (M3) and hydroxyl from at the side chain (M5) were 
estimated 
IT 539823-82-0 

RL: BSU (Biological study, unclassified), PRP (Properties); BIOL 
(Biological study) 

(metabolites of micafungin in rats and dogs) 

RN 539823-62-0 CAPLUS 

CN L-Prolinamide. (4R) -4 , 5-dihydroxy- 1 - (4 - (5- 14- (pentyloxy) phenyl \ -3- 

isoxazolyl) benzoyl ) • L- prolyl - L- threonyl - (4R> - 4 -hydroxy- L-prolyl • (4S> -4- 
hydroxy-4 - [4 -hydroxy- 3 - (sul fooxy) phenyl ) - L- threonyl - <3R) - 3 -hydroxy- L- 
glutaminyl-3-hydroxy-4-methyl-. monosodium salt, (3S,4S>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Corvas International, Inc., USA; Dendreon San Diego, 
LLC 

PCT Int. Appl . , 581 pp. 
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Patent 
English 
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US 20O1-293267P P 20010523 

WO 2002 -US16819 W 20020523 

MAR PAT 13 8:16587 

and method for treatment, prevention, or amelioration 
of one or more symptoms of cell surface protease- related diseases, 
including MTSP-related, urokinase -type plasminogen activator fuPA) or 
endotheliase-related diseases, are provided. The conjugates for use in 
the compns. and methods are peptidic conjugates that contain therapeutic, 
including cytotoxic, agents. 
IT 476682-30-1D. drug conjugates 4 76682 - 3 1 - 2D , drug 
conjugates 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(drug conjugates activated by cell surface proteases for drug delivery) 
RN 476682-30-1 CAPLUS 

CN L-Leucine. (uR) -u- ( (methoxycarbonyl ) amino) benzenebutanoyl - <4R) - 

4-hydroxy-L-prolyl-L-arginyl-L-oeryl-L-seryl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 4766B2-31-2 CAPLUS 

CN L- Leucine. N- acetyl -3-cyclohexyl -D-alanyl - (4R) - 4 - hydroxy- L- prolyl *L- 
arginyl -L- seryl -L- sery I - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE : structural effects on the formation of proton and 

alkali metal ion adducts of apolar, neutral peptides: 
electrospray ionization mass spectrometry and ab 
initio theoretical studies 

author(S): Sudha, R . ; Panda, M.; Chandrasekhar, J.; Balarara. 

Padmanabhan 

Molecular Biophysics Unit and Department of Organic 
Chemistry, Indian Institute of Science, Bangalore, 
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Chemistry--A European Journal <2002>, 8(21), 4980-4991 
CODEN : CEUJED; ISSN: 0947-6539 
wiley-VCH verlag GmbH fa Co. KGaA 
Journal 
English 

Apolar, neutral peptides have been shown to ionize extremely well under 
the conditions used for electrospray ionization mass spectrometry (ESIMS) . 
Peptides for which the conformations have been independently determined in 
solution and in crystals have been examined by ESIMS. Studies of peptide 
helixes ranging from 7 to 18 residues reveal that shorter helixes yield 
exclusively singly charged ions, while in larger helixes multiply charged 
species are detectable. Multiple sites for protonation/metalation are 
introduced in the helix by proline insertion or by changing the chirality 
in the residue. The preferred site of cation binding to helixes may be 



CORPORATE SOURCE ; 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



the c-terminus end,- where three free c : o groups are available tor 
chelation. Ab initio and DFT calcns. at several levels have been carried 
out for the binding of H., Li», Na., and K* to CHO- (Gly) 3 -OMe . The 
results reveal that metalation in helixes is favored by chelation to 
carbonyl groups at the C-terminus, while protonation involved two carbonyl 
groups and thus favor a lo-raembered cyclic hydrogen -bonded structure. In 
P- strands, metalation/protonation occurs at isolated carbonyl groups. 
Collision induced fragmentation of hydrophobic peptides under ESI 
conditions reveals that helix fragmentation occurs predominantly from the 
C-terminus, while in fV-hairpins cleavage occurs simultaneously at 
multiple sites. 

IT 64347-37-1. Antiamebin I 135995-6B-S 
RL: PRP (Properties) 

(electrospray ionization mass spectrometry and ab initio theor. studies 
of structural effects on formation of proton and alkali metal ion 
adducts of apolar, neutral peptides) 

RN 6434 7-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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CN L-Prolinamide. N-acetyl - L- leucyl - L- i soleucyl - L-glutaminyl -D- isovalyl -L- 

isoleucyl-L-threonyl-2-roethylalanyl-L-leucyl-2-methylalanyl- (4R) -4-hydroxy- 
L-prolyl -L-glutaminyl-2-methylalanyl- (4R) -4 -hydroxy-L-prolyl-2- 
methylalanyl-N- [ (IS) -1- (hydroxymethy 1 ) - 2 -phenyl ethyl ) - (9CI) (CA INDEX 
NAME ) 

Absolute stereochemistry. 
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Enhanced oral avai labi 1 ity/pheromonotropic activity of 
peptidase- resistant topical amphiphilic analogs of 
pyrokinin/PBAN insect neuropeptides 
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Southern Plains Agricultural Research center, Areawide 
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Peptides (New York, NY, United States) (2002) , 23(11), 
2035-2043 

CODEN: PPTDD5 ; ISSN I 0196-9781 
Elsevier Science Inc. 
Journal 
Engl ish 

The peptide bond between active core residues Pro and Arg is the primary 
site of susceptibility for the pyrokinin/PBAN neuropeptides to insect 
tissue-bound peptidases, and incorporation ot modified Pro residues can 
enhance resistance to peptidase hydrolysis. An Hyp-containing amphiphilic 
analog (Hex - FT (Hyp) RLa ) is shown to operate as a topically active 



AUTHOR (S) : 
CORPORATE SOURCE 



PUBLISHER : 
DOCUMENT TYPE 
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tissue-bound peptidase.- resist ant analog of the pyrokinin/PBAN class of 
insect neuropeptides in adult Heliothis virescens moths. An Oic 
amphiphilic analog (Hex- FT IOi c) RLa) is ineffective topically, but proves 
to be a superior tissue-bound, peptidaBe-resistanc pyrokinin/PBAN analog 
for oral administration; outperforming both the Hyp analog and the orally 
inactive natural hormone PBAN in the moths. The Oic analog is effective 
in penetrating an isolated, ligated foregut preparation, but less successful in 
transmigrating an isolated midgut preparation; whereas the opposite behavior is 
observed tor the Hyp analog. The success of the Oic analog via oral 
administration may be related to its ability to effectively penetrate the 
foregut, thereby bypassing the hostile environment of the midgut region. 
IT 497154-32-2P 

RL: BSU (Biological study, unclassi f ied> ; PRP (Properties)/ SPN (Synthetic 

preparation); BIOL (Biological study)/ PREP (Preparation) 

(oral availability and pheromonotropic activity of peptidase- resistant 
topical amphiphilic analogs of pyrokinin/PBAN neuropeptides) 

RN 497154-32-2 CAPLUS 

CN L-Leucinamide, N- (1-oxohexyl) -L-phenylalanyl-L-threonyl- (4R) -4-hydroxy-L- 
prolyl-L-arginyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB This invention relates to novel "-conotoxin- 1 ike peptides comprising 

the following sequence of amino acids: Xaa iccSXaa2Xaa3Xaa4 CXaa5Xaa6Xaa7Xaa 

8Xaa9XaaloxaaliCNH2 in which Xaal is G or D; Xaa3 is proline, 

hydroxyprol ine or glutamine,- each of Xaa2 to XaaB and XaaU is 

independently any amino acid,- Xaa9 is proline, hydroxyprolino or 

glutamine; xaalO is aspartate. gluLamate or y-carboxygl utamate ; 

Xaall is optionally absent; and the C-terminus is optionally amidated, 

with the proviso that the peptide is not n-conotoxin Epl or 

a-conotoxin Iml . The peptides are useful in the treatment or 

prevention of pain, in recovery from nerve injury, and in the treatment of 

painful neural . conditions such as stroke. 
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RL: BSU (Biological study, unclassified); PAC (Pharmacological activity), 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
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(a-conotoxin peptides with analgesic properties) 
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CN L-Cysteinamide. glycyl -L-cysteinyl -L-cysteinyl -L-seryl-L- u-asparcyl- 

(4R) -4- hydroxy- L-prolyl -L-arginyl -L-cysteinyl - L-asparaginyl -L-tyrosyl-L- 
a-aspartyl-L-histidyl-L-prolyl-L- y * 9 1 utatny 1 - L- i soleucy 1 - (9CI) 
(CA INDEX NAME) 
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RN 467440-71-7 CAPLUS 

cn Butanamide, N- [ (2 -methyl propoxy) carbonyl) -L-valyl- (4R) -4-hydroxy-L-prolyl- 
2-amino-N- (2- (4-carboxy-2, 6-difluorophenyl)ethyl] -4 , 4-dif luoro- , (2S) - 
(9CI) (CA INDEX NAME) 
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Afi Compds. I, II, and III (X « CH2, O; Y « CRa2, where Ra - H, OH, C02H. 
alkyl, (hetero)aryl , (hetero) aralkyl , or CRa2 * cycloalkyl; z « 
(un) substituted (hetero)aryl ; R2 - alkyl, fluoroalkyl, or CH2SH, R3 = 
(un)substituted alkyl, (hetero) aryl , (hetero) aralky 1 . or together with NRc 
forms a ring,- Re ■ H or alkyl or NRc together with R3 forms a ring; R4 » 
alkyl. alkenyl, (hetero) aralkyl . (hetero)aryl or an acidic group. R5 = 
(un) substituted carbamoyl, acyl, carboxylic ester, oxalyl. or sulfonyl 
group, which may be attached to an amino acid or a di- or tripeptide; R13 
is a group containing £ 25 carbon atoms, 0-5 oxygen atoms. 0-3 nitrogen 
atoms, 0-2 sulfur atoms and S 9 other heteroatoms which may be the 
same or different.- R17 is H , alkyl, alkenyl, (hetero) aryl . 
(hetero)aralkyl , OH, alkoxy, aryloxy, (hetero) aral koxy, thioether. 
sulfonyl or sulfoxide group; RIB is a group containing S 25 carbon 
atoms, 0-5 oxygen atoms, 0-3 nitrogen atoms. 0-2 sulfur atoms and £ 
9 other heteroatoms which may be the same or different] and their 
pharmaceutical ly- acceptable salts or esters were prepared as inhibitors of 
the hepatitis C virus (HCV) NS3 protease. Thus, i - Bu02C-olu - Leu-cys- 
NHCH2CH2C6H3C12-2, 4 was prepared by the solid-phase method and showed IC50 
£ 10 mM for inhibition of NS3 protease. 
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CN Butanamide, N- [ (2-methylpropoxy) carbonyl J -L-valyl- (4R) -4- ( (2- 
methoxyethoxy) methoxy) - L- prolyl - 2 -amino-N- (2- (4 -carboxy-2 , 6- 
difluorophenyDethyl] -4,4-difluoro- , (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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4,4-difluoro-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(2S)- (9CI) (CA INDEX NAME) 
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CN Butanamide. N- ( (2-methylpropoxy) carbonyl) -L-valyl- <4S) -4- (phenyloethoxy) -L- 
prolyl-2-amino-N- [2- (4 -carboxy- 2 . 6-di f luorophenyl ) ethyl ] -4 , 4 -di f luoro- . 

(2S). (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



- - J HU 




CQ 2 H 



RN 467440-97-7 CAPLUS 
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prolyl -2-amino-N- [2- (4 - carboxy- 2 . 6 -di f luorophenyl) ethyl ] -4 . 4 , 4 -trif luoro- , 
123)- (9CI) (CA INDEX NAME) 
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CN Butanamide, N- I (2 -methy lpropoxy > carbonyl ) -L-valyl- (4R) - 4 - 
I (phenyl methyl >thio) -L-prolyl -2-amino-N- |2- (4 -carboxy-2, 6- 
dif luorophenyl >ethyl] -4 , 4 -di i luoro- . (2S) - <9Ci> <ca index NAME) 

Absolute stereochemistry. 
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CN Butanamide, N- [ ( 2 -methy lpropoxy ) carbonyl) -L-valyl- (4R) -4- [ (3- 
methoxyphenyl > thiol -L-prolyi -2-amino-N- (2- (4-carboxy-2, 6- 
difluorophenyl) ethyl J -4,4-dif luoro-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Butanamide, N- I (2 -methy lpropoxy) carbonyl] -L-valyl- (4R> -4- I O- 
methoxyphenyl ) suit inyl ) -L- prolyl -2-amino-N- (2- (4 -carboxy-3 , 6- 
dit luorophenyl) ethyl I -4 , 4-di f luoro- , (23)- <9CI) {ca INDEX NAME) 

Absolute stereochemistry. 
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cn Butanamide, N- I (2 -methy lpropoxy) carbonyl) -L-valyl- (4R) -4- 1 (3- 
methoxyphenyl ) sulfonyl] - L- prolyl - 2 -amino-N- (2- (4 -carboxy-2. 6- 
difluorophenyl)ethyl]-4,4-difluoro-. <2S>- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Butanamide, N- ( (2-methylpropoxy ) carbonyl ] -L-valyl- (4R> -4- (propylthio) - L- 
prolyl -2-amino-N- 12- (4 -carboxy-2 , 6-di f luorophenyl ) ethyl ] -4 , 4 -di f luoro- , 
<2S)- <9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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CN Butanamide, N- [ < 2-methylpropoxy) carbonyl ] -L-valyl - (4R) -4 - (propyl sul f inyl > - 
L-prolyl - 2-amino-N- [2- (4 -carboxy-2 , 6-di i luorophenyl ) ethyl ] -4 , 4 -di i luoro- , 
(23)- (9CI) (CA INDEX NAME) 



X 



i-BuO NH 



A U 



RN 467441-16-3 CAPLUS 

CN Butanamide. N- ( < 2 -met hylpropoxy) carbonyl ) - L-valyl - <4R> -4 - {propyl sul fonyl ) 
L-prolyl -2-amino-N- |2- (4 -carboxy-2, 6-di f luorophenyl) ethyl) -4 ,4-dif luoro- , 

(2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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467441-17-4 CAPLUS 

Butanamide. N- I (2-methylpropoxy) carbonyl] -L-valyl- <4R) -4- (cyclohexylthio) 
L- prolyl -2-amino-N- {2- 14 -carboxy-2 , 6 -di f luorophenyl ) ethyl J -4 ,4-dif luoro- . 
(2S>- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CN Butanamide, N- H 2-methy lpropoxy) carbonyl ]- L- valyl - (4R> -4 - 
(cyclohexylsulf inyl) - L-prolyl - 2 -amino- N- [2- (4 -carboxy-2, 6- 
difluorophenyl) ethyl] -4 ,4-dif luoro- , (2S) - (9CD (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Butanamide. N- H 2 -met hy lpropoxy ) carbonyl 1 -L- valyl- 14 R) -4- 

(cyclohexylsulfonyl) - L-prolyl - 2 -amino-N- 12- [2 , 6-dif luoro-4- UH-tetrazol-S- 
yDphenyll ethyl] -4 , 4 -di f luoro- , (2S)- (9CI) <CA INDEX MAKE) 

Absolute stereochemistry. 
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RN 467441-19-6 CAPLUS 

CN Butanamide, N- ( ( 2 -met hy lpropoxy) carbonyl ] - 
(cyclohexylsul fonyl) -L-prolyl - 2-amino-N- 12- 
dif luorophenyl) ethyl] - 4 . 4 -di f luoro- , I2S) - 

Absolute stereochemistry. 
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RN 467441-4 2-5 CAPLUS 

CN Butanamide, N- [ (1, 1 -dimethylethoxy) carbonyl 1 -3-raethyl-L-valyl- (4R)-4- 1(7- 
methoxy- 2-phenyl -4 -quinol inyl ) oxy) -L-prolyl -2-amino-N- (2- (4 -carboxy-2, 6- 
di£luorophenyl)ethyl| -4,4-difluoro- , (2S) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 467441-55-0 CAPLUS 

CN Benzoic acid, 4-[2-(l(2S)-4.4 -dif luoro- 2- It I (2S, 4R) -1- | (2S) - 2-hydroxy-^- 
lJ^ethyl-l-oxobutyll -4 - (phenylmethoxy) - 2-pyrrol idinyl ] carbonyl ] amino] -1- 
oxobutyl] amino] ethyl) -3 , 5-dif luoro- (ca INDEX name) 

Absolute stereochemistry. 
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RN 4 6744 1-56-1 CAPLUS 

CN Benzoic acid, 4 - 12 - I I (2S) -2- | 1 [ (2S, 4R) -4- ( (4 - bromopheny 1 ) methoxy ] - 1- [ <2i>) - 
2 -hydroxy- 3 -methyl -l-oxobutyl) - 2 -pyrrol idinyl ] carbonyl ) amino) -4 .4 -difluoro- 
1-oxobutyl) amino] ethyl) -3, 5-difluoro- (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 4 674 4 1-57-2 CAPLUS 

CN Benzoic acid, 4- (2- 1 1 <2S> -4.4-di f luoro-2- 1 1 [ (2S.4R) -1- [ (29) - 2-hydroxy- 3 - 
methyl -l-oxobutyl 1 -4- < 3 - phenyl propoxy ) - 2 -pyrrol idinyl) carbonyl ] amino) -1- 
oxobutyll amino] ethyl] -3, 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-59-4 CAPLUS 

CN Benzoic acid, 4 - [2 - 1 H 2S) -4 , 4 -di I luoro- 2- I (( < 2S , 4R) - 1 - (( 28) - 2-hydroxy- 3 - 

methyl -l-oxobutyl 1 - 4 - { (pheny lmethyl ) thiol - 2-pyrrol idinyl 1 carbonyl ] amino) - 1- 
oxobutyll amino] ethyl] -3, 5-dif luoro- (CA INDEX NAME) * 

Absolute stereochemistry. 
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CN Benzoic acid, 4- (2- ( I (28) -2- f [ J (2S. 4R) -4 - 1 [5- (1. 1 -dimethylethyl ) -1 . 2.4 - 
oxadiazol-3-yl ) methoxy) -1- t (2S) - 2 -hydroxy- 3 -methyl - l-oxobutyl J -2- 
pyrrol idinyl ) carbonyl ) amino) -4 , 4 -di Muoro- 1 -oxobutyl ) amino) ethyl ) -3 , 5- 
difluoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzoic acid, 4 - (2 - [ I ( 2S) - 2 - ( I [ ( 2S . 4 R> - 4 - < eye lop ropy 1 met hoxy ) - \ - I (2S) - 2 - 

hydroxy- 3 -methyl - l -oxobutyl ) -2 -pyrrol idinyl ) carbonyl ) amino) -4 , 4 -di f luoro- 1 - 
oxobutyl ) amino) ethyl) -3, 5 -difluoro- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 467441-62-9 CAPLUS 

CN Benzoic acid, 4 - [2- I [ (2S) -2 - [( [(2S,4R) -4- ( (1, 1* -bi phenyl ) -4 -ylmethoxy) - 1- 
( <2S) - 2-hydroxy-3 -methyl- l-oxobutyl ) - 2-pyrrol idinyl ) carbonyl] amino) -4.4- 
difluoro-1-oxobutyHaminolethyll -3 , 6-dif luoro- {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-63-0 CAPLUS 

CN Benzoic acid, 4 - [2 - { [ (2S) - 2 - | ( [ < 23, 4R) -4 - ( 1 . 1-dimethylethoxy) - 1- ( (26) -2- 

hydroxy- 3 -methyl -l-oxobutyl) -2 -pyrrol idinyl) carbonyl) amino) -4 , 4 -di f luoro- 1- 
oxobutyl ] amino) ethyl) -3, 5-dif luoro- <CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-64-1 CAPLUS 

CN Benzoic acid, 4 - t2- H (2S) -2- II I <2S, 4R) -4 - 1 (3 , 4-dichlorophenyl ) methoxy) - 1 
((2S) -2-hydroxy- 3 -methyl -l-oxobutyl ) -2 -pyrrol idinyl) carbonyl) amino] -4,4- 
dif luoro- 1 -oxobutyl] amino) ethyl) -3, 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-65-2 CAPLUS 

CN Benzoic acid, 4 - 12- [( (23 > - 2 - ( [ ( < 28 , 4R> -4 - ( 2-ethylbutoxy> - 1- [ (2S) -2- hydroxy- 
3-methyl - l-oxobutyl) - 2 - pyrrol idinyl ] carbonyl ) amino] -4 , 4 -di f luoro- 1 - 
oxobutyl 1 ami no] ethyl) -3, 5 -difluoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-66-3 CAPLUS 

CN Benzoic acid, 4- [2- [ ( (2S> -4 , 4 -dif luoro-2- [| | (23. 4R) -1- [ (28) -2-hydroxy-3- 
methyl- l-oxobutyl I -4- i ( 3 -methyl - 2-butenyl ) oxy] -2- 

pyrrol idinyl] carbonyl) amino) - 1 -oxobutyl ) amino) ethyl ) -3 . S-dif luoro- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-67-4 CAPLUS 

CN Benzoic acid, *• [2 - I [ (2S) -2- [ [( (2S,4R) -4- ( (2-chlorophenyl) methoxy) -1- [ (28) - 
2 -hydroxy- 3 -methyl - l-oxobutyl] -2-pyrrol idinyl ] carbonyl ] amino) -4 , 4 -dif luoro - 
1 -oxobutyl) amino) ethyl] -3. 5-dif luoro- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 467441-68-5 CAPLUS 

CN Benzoic acid, 4- 12- [ I < 2 s ) - 2 - ( [ [ ( 2S, 4 R ) - 4 - (cyclohexyloxy) -1- I ( 2S) - 2 - hydroxy - 
3 -methyl -1-oxobutyl) - 2 • pyrrol idinyl ] carbonyl ] amino} -4, 4-dif luoro- 1- 
oxobutyl] amino) ethyl) -3. 5-dif luoro- (CA INDEX name) 

Absolute stereochemistry. 
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IT 467438-65-9P 

RL: RCT (Reactant); SPN (Synthetic preparation) 

(Reactant or reagent) 

(preparation of peptide inhibitors of hepati 
RN 467438-65-9 CAPLUS 

CN Butanamide, N- ( ( 2 -wet hylpropoxy) carbonyl ) -L-valyl- (4R) -4- (cyclohexylthio 
L-prolyl-2-amino-N- |2- (4- I (1, 1 -dimethylethoxy) carbonyl) -2,6- 
difluorophenyll ethyl] -4 , 4-dif luoro- , (2S>- <9CI> (ca index name) 

Absolute stereochemistry. 
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ids DNA) by means of a gel - retardation experiment for 
library analysis 

Chaltin, Patrick; Lescrinier. Eveline/ Lescrinier, 
Theo,- Rozenski, Jef; Hendrix, Chris; Rosemeyer. 
Helmut,- Busson, Roger; van Aerschot, Arthur; 
Herdewijn. Piet 

Laboratory of Medicinal chemistry, Rega Institute for 
Medical Research, Katholieke Universiteit Leuven, 
Louvain, 8-3000, Belg. 

Helvetica chimica Acta (2002), BS<8). 22SB-2283 
CODEN: HCACAV; ISSN: 0018- 019X 
verlag Helvetica Chimica Acta 
Journal 
Engl ish 

CAS REACT 13B: 122847 

we developed a methodol . for the solid-phase screening of 



peptide libraries for interaction with double-stranded DNAs (dsDNA) , 
the search for new and more-potent DNA ligands, we investigated the 
strategy of solut ion - phase screening of chemical libraries consisting of 
unnatural oligopeptides. After synthesis of the selected amino acid 
building blocks, libraries were constructed with the general structure 
Ac-Arg-Ual-Sar-Xl-X2-X3-Arg-NH2, where X represents each of twelve 
unnatural or natural amino acids. Optimization of the sequence of binding 
peptides was performed with an iterative deconvolution procedure. 
Selection of interacting peptides was carried out in solution by means of 
gel-retardation expta.. starting with libraries of 144 compds. A 
14 -base- pair double- stranded DNA fragment was chosen as the target. After 
several cycles of synthesis and screening of libraries and individual 
peptides, an oligopeptide was selected with an apparent dissociation constant 

9 • 10-5 M, as determined by gel -retardation expta. This peptide was 
studied by NMH spectroscopy. A certain degree of conformational 
pre-organization of the peptides was shown by temperature -dependent 



circular-dichroism expta . Finally. DNase- 1 - footprint ing studies indicated 
a preferential interaction with a 6-base-pair mixed sequence 5 ' -CTGCAT- 3 1 . 
This study demonstrates that gel -shift expts. can be used for the 
BOlution-phase screening of library roixts. of peptides against dsDNA. In 
general, this technique allows the selection of new sequence-selective 
dsDNA- interacting mols. Furthermore, novel dsDNA-binding unnatural 
oligopeptides were developed with affinities in the o.l mM range. 

IT 485803-47-2P 485B03-57-4P 

RL: PRP (Properties); spn (Synthetic preparation),- PREP (Preparation) 
(preparation and selection of library of sequence-selective unnatural 
peptides binding to double -stranded DNAs ) 

RN 485803-47-2 CAPLUS , 

CN L-Argininamide, N2 -acetyl - L-arginyl - 3 - (3 , 4 -dihydro-2 , 4-dioxo- 1 (2H) - 

pyrimidinyl) -D-alanyl -N-methylglycyl -3 - ( 3 , 4 - dihydro- 5 -methy 1 - 2 . 4 - di oxo- 

1 ( 2H) -pyrimidinyl ) -D-alanyl -3- ( 1 , 4 -dihydro- 2 , 4 -dioxo- 3 (2H> -qu i nazol i nyl ) -D- 

alanyl- (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 4B5B03-5T-4 CAPLUS 

CN L-Argininamide, N3 -acetyl -L- arginyl - 3 - (3 » 4 -dihydro- 2 , 4 -dioxo- 1 <2H> - 
pyrimidinyl) -D-alanyl - N-roethylglycy 1 -3 - (1. 4 -dihydro- 2. 4-dioxo-3 (2H> - 
quinazolinyl) -D-alanyl -3- ( 1 , 4 - dihydro- 2 , 4 -dioxo- 3 (2H) -quinazolinyl ) -D- 
alanyl- (4R) -4-hydroxy-L-prolyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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chiral phosphorus compound, was achieved using selectors developed from a 
small peptide library. separation factors S3. 2 were observed The library 
consists of 81 peptide- based potential chiral selectors on polymeric 
synthesis resins. The linker needed to immobilize the identified chiral 
selectors onto silica gel proved important in the chiral separation/ a longer 
linker provided a significantly higher separation factor. 
IT 475660- 14 - 1DP , reaction product with aminomethylated polystyrene 
resin 475660-23 -2DP , reaction product with aminomethylated 
polystyrene resin 4 75660 - 52 - 7DP , reaction product with 
aminomethylated polystyrene resin 4 1 56 60 - 64 - idp . reaction 
product with aminomethylated polystyrene resin 415660-73 - 2DP , 
reaction product with aminomethylated polystyrene resin 
475660-B2-3DP . reaction product with aminomethylated polystyrene 
resin 4 75660- 91 - 4DP , reaction product with aminomethylated 
polystyrene resin 4 76661 - oo - 8DP , reaction product with 
aminomethylated polystyrene resin 

RL: Aft U (Analytical role, unclassified}/ NOT) (Other use. unclassified)/ 
SPN (Synthetic preparation); AN ST (Analytical study); PREP (Preparation); 
USES (Uses) 

(resolution of tert - Bu- (methylnaphthyl ) phosphine oxide using peptide 
selectors identified from a chemical combinatorial library) 
RN 475660-14-1 CAPLUS 

cn Butanoic acid, N- ( 3 , 5 -din it robenzoyl ) - L- hist idyl - (4R) -4 -hydroxy-L-prolyl -2 - 
amino-, (2S) - OCT) (CA INDEX NAME) 

Absolute stereochemistry. 
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oxide using selectors identified from a chemical 
combinatorial library 

Blodgett, Jordan,- Wang. Yan; Li, Tingyu,- polavarapu, 
Prasad L.; Drabowicz, Jozef; Pietrusiewicz , K. Michal; 
Zygo. Krystyna 

Department of Chemistry, Vanderbilt University, 
Nashville, TN, 37235-1822. USA 

Analytical Chemistry (2002), 74(20), 5212-6216 

CODEN: ANCHAM; ISSN: 0003-2700 

American chemical Society 

Journal 

Engl ish 

mic tert-butyl - 1 - (2 -methylnaphthyl Jphosphine oxide, a 
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RN 475660-23-2 CAPLUS 

CN Butanoic acid. N2- ( 3 , S - dini t robenzoyl ) -D-asparaginyl - (4R) -4 -hydroxy-L- 
prolyl - 2 -amino- , <2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 475660-52-7 CAPLUS 

CN Butanoic acid. N- (3,5-dinit robenzoyl ) - L- 1 ryptophyl - (4R) -4 -hydroxy-L-prolyl - 



2-amino-. (2S)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 475660-64 -1 CAPLUS 

CN Butanoic acid. N- 1 3 , 5-dini trobenzoyl > - L- seryl - 14 R> -4 -hydroxy- L- prolyl - 2 - 
amino-. (2S>- (9CD (ca index name) 

Absolute stereochemistry. 
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RN 475660-73-2 CAPLUS 

CN Butanoic acid. N- (3 ,5-dini t robenzoyl ) - L- 1 hreonyl - (4 R) - 4 - hydroxy- L-prolyl-2- 
amino-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 475660-82-3 CAPLUS 

CN Butanoic acid, N2- (3, 6-dinitrobenzoyl > - L-asparaginy 1 - (4R) - 4 - hydroxy- L- 
prolyl-2-amino- , (2S)- <9CI) (CA INDEX NAME) 




RN 475660-91-4 CAPLUS 

CN Butanoic acid, N2- 13 , 5-dinitrob.enzoyU -L-glutaminyl- (4R) -4-hydroxy-L- 
prolyl-2-amino-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 475661-00-8 CAPLUS 

CN Butanoic acid, N- (3 , 5-dinit robenzoyl I -L-tyrosyl- (4R) -4 -hydroxy-L-prolyl -2- 
amino-, (2S)- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 2002:6604 85 CAPLUS 

DOCUMENT NUMBER: 138:343644 

TITLE: Leucinostat in-A loaded DL- lactide/glycol ide- copolymer 

nanoparticles : incorporat ion efficiency and in vivo 
evaluation 

Ricci, H.t Basta. O.; calafiore, R , ; Luca. G.; 
Nastruzzi, c.,- Giovagnoli, S . ,- Rossi, c. 
Dip. di Chimica e Tecnologia del Farmaco. Universita 
degli Studi. Perugia. 06123, Italy 

Acta Technologiae et Legis Medicamenti (2002>, 13 (l), 
73-ei 

CODEN; ATLMEO; ISSN: 1121-2098 
PUBLISHER: Maccari Editore 

DOCUMENT TYPE: Journal 
LANGUAOBi English 

AB Leucinostatin A (Leu- A) is a linear natural nonapeptide very active 

against gram-pos. bacteria, yeast and fungi, but the clin. use is limited 
by its high toxicity. Recently, we reported Leu -A liposome formulation 
with the aims to lower the toxicity and to study peptide -membrane 
interactions. However, liposomes present disadvantages related to their 
in vivo instability. For this reason poly Uactic-co-glycol ic acid) (PLGA) 
nanoparticles (NPs) were taken into account as alternative carriers for 
Leu- A delivering. The aims of the present paper were: a) preparation of Leu-A 
■ loaded nanocapsules (NCs) as well as nanospheres (NSs) by spontaneous 

emulsi f ication solvent diffusion (A) and solvent evaporation ( B) method, b) 
determination of in vivo release profile of Leu-A from NPs, devaluation ot 



>. It was thus possible to establish 
mum delivery (90%) within 48 hs and that 
d into NSs was decreased (10-fold). 



of Leu-A loaded NSs in mice via i 
that Leu-A loaded NSs showed a ma 
toxicity of the peptide incorporai 
76600-3B-9, Leucinostat in- A 

RL: ADV (Adverse effect, including toxicity); PEP (Physical, engineering 
or chemical process); PYP (Physical process),- THU (Therapeutic use); BIOL 
(Biological study),- PROC (Process); USES (Uses) 

(incorporation of leucinostatin A into polylact ide-glycol ide 
nanoparticles decreases its toxicity) 
76600-38-9 CAPLUS 

(9CI) (CA INDEX NAME) 
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Angiogenes is- inhibitory tripeptides, compositions, and 
their methods of use 

Scialdone, Mark A.; Mousa, Shaker A.; Shuey, Steven W. 

E. I. Du Pont de Nemours fc Co., USA 

PCT Int . Appl . , 4 8 pp. 
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Patent 
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20020629 
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20020215 
20020215 

ES, FR, OB, GR. IT. LI. LU, NL, SB, MC, PT, 



CN 2002-805112 
JP 2002-566225 
US 2001-269537P 
US 2001-322047P 
WO 2002-US5211 
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OTHER SOUKCE(S): MAR PAT 137:195579 

AB Th invention discloses methods and compns. for inhibiting endothelial cell 
tube formation, the initial step of tumor ongi ogenesia . More 
specifically, the invention discloses tripeptides that show inhibition of 
angiogenesis-mediated processes. The most preferred amino acid sequences 

are SNS and SOS. 

IT 452280-S8-9P 452280-59-0P , 

RL: PAC (Pharmacological activity),- PRP (Properties); SPN (Synthetic 
preparation), THU (Therapeutic use). BIOL (Biological study); PRBP 



(Preparation); USES (Uses) 

(tripeptide angiogenesia inhibitors, compns., and use) 
RN 452280-58-9 CAPLUS 

CN L-8erinamide, (4R) - 1-acetyl -4 -hydroxy-L-prolyl-L-asparaginyl- 
INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prolinamide, (4R) - 1 -acetyl -4 - hydroxy- L-prolyl -L-asparaginyl -4 -hydroxy- , 
<4R>- (9CI) (CA INDEX NAME) 
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Preparation of peptides as inhibitors of urokinase and 
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Patent 
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US 1999-359929 
US 1998-121921 
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MARPAT 137:140782 



AB Peptides R1-X-NHCH(R2)CON(R3)CH(R4)CONHRS IX - S02 , NR'S02. CO, 02C, 



p(0)R'. or a direct link, where R ' • H. alkyl, aryl. aralkyl; Rl « 
(cyclo)alkyl, heterocycloa Uyl , aryl, etc.; R2 - H. CH2CH20A2 , CHR60H. 

CHR60A2, CH2NH - X * - R6 , where A2 - C02R9 or C0R9; X' • CO or C02 ; R6 - H. 
Me, phenethyl, or benzyl; R9 » (cyclo) alkyl , heterocycloa Iky 1 , aryl, etc.; 
R3 . H, Me; 84 - H, CH2SMe, CH20H, CH2CN, alkyl. propargyl , 2-propenyl, 
vinyl.- or R3 and R4 together form prolyl, pipecolyl, azetidine-2-carbonyl , 

3- or 4 -hydroxyprolyl , 3 , 4 -dehydroprolyl (the carbonyl bearing R4 is in 
the S configuration); R5 - (S) -CH (CH2R7) CHO or (S) - 
CHlcH2CH2CH2NHC( : NH) NH2] COCO- Al , where R7 - guanidinoalkyl , 3- or 

4 - amidinophenyl , 1 -amidinopiperidin-3 (or 4>-yl and Al is alkyl- or 
arylamino (with provisos)) or their pharmaceutically-acceptable salts were 
prepared as inhibitors of urokinase and blood vessel formation. These 
compds . have an arginine or arginine mimic aldehyde or an arginine 
ketoamide group at Pi . Thus, N- ( isobutoxy carbonyl ) -D-seryl -L- 
alanylarginal <l) was prepared by the solid-phase method and showed IC50 < 
100 nm for inhibition of urokinase- type plasminogen activator (uPA) . 
compound l was also evaluated for inhibition of angiogenesia in vivo and 
growth of human tumor cells in a chick embryo model. 

IT 25666S-93-7P 

RL: PAC (Pharmacological activity); SPN (synthetic preparation); THU 
(Therapeutic use),- BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of peptides as inhibitors of urokinase and blood vessel 

formation) 
RN 256665-93-7 CAPLUS 

CN L-Prol i nam ide, N- ( (phenylmethoxy)carbonyl) -D-seryl-N- I (IS) -4- 

[ (aminoiminomethyl ) amino! - 1 - formylbutyl) -4-hydroxy- . (43)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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2002 : 586657 CAPLUS 
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Biomimetic synthesis and optimization of cyclic 
peptide antibiotics 

Kohli, Rahul M . ; Walsh, Christopher T. i Burkart. 
Michael D. 

Department of Biological Chemistry and Molecular 
Pharmacology, Harvard Medical school. Boston, MA, 
02115, USA 

Nature (London, United Kingdom) (2002), 418(6898), 
658-661 

CODEN: NATUAS,- ISSN : 0028-0836 
Nature Publishing Group 
Journal 



LANGUAGE: English 

Afl Mols. in nature are often brought to a bioactive conformation by ring 

formation (macrocyciization) . A recurrent theme in the enzymic synthesis 
of macrocyclic compds. by non- r ibosomal and polyketide synthetases is the 
tethering of activated linear intermediates through thioester linkages to 
carrier proteins, in a natural analogy to solid-phase synthesis. A 
terminal thioesterase domain of the synthetase catalyzes release from the 
tether and cyclization. Here we show that an isolated thioesterase can 
catalyze the cyclization of linear peptides immobilized on a solid-phase 
support modified with a biomimetic linker, offering the possibility ot 
merging natural -product biosynthesis with combinatorial solid-phase chemical 
Starting from the cyclic decapeptide antibiotic tyrocidine A, this 
chemoenzymic approach allows us to diversify the linear peptide both to 
probe the enzymol . of the macrocycl i zing enzyme, TycC thioesterase, and to 
create a library of cyclic peptide antibiotic products. we have used this 
method to reveal natural -product analogs ot potential therapeutic utility; 
these compds. have an increased preference for bacterial over eukaryotic 
membranes and an improved spectrum of activity against some common 
bacterial pathogens. 

IT 484014-98-40. immobilized, on polyethylene glycol amide resin 

RL: CRO (Combinatorial reagent); RGT (Reagent),- CMBI (Combinatorial 
study); ract (Reactant or reagent) 

(biomimetic synthesis and optimization of cyclic peptide antibiotics) 

RN 4B4014-98-4 CAPLUS 

CN L- Leucine, D-phenylalanyl -L-prolyl-L-phenylalanyl - (4S) -4 -hydroxy-D-prolyl - 
L-asparaginyl-L-glutaminyl-L-tyrosyl-L-valyl-L-ornithyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Sel f -aggregation properties of spin- labeled zervamicin 
ha as studied by PELDOR spectroscopy 
Milov, A. D. ; Tsvetkov. Yu . D. / Oorbunova , E. Yu.; 
Mustaeva, L. G. ; Ovchinnikova, T. v.; Raap. J. 
institute of chemical Kinetics and Combustion, Russian 
Academy of Sciences, Novosibirsk, 630090, Russia 
Biopolymers (2002), 64(6), 328-336 
CODEN: BIPMAA; ISSN: 0006-3525 

John Wiley fa Sons, Inc. 

Journal 

English 

:he pulsed double electron-electron resonance in electron 



spin-echo (PELDOR) technique is applied to study the self -aggregation of 
spin- labeled zervamicin IIA, a hexadecapeptide antibiotic of fungal 
origin, which is known to form ion channels in a phospholipid double 
layer. Measurements of the ion channel forming properties and the 
antibiotic activity of the analog indicate that replacement of the 
c-terminal phenyl a lani nol by the amino- 2 , 2 , 6, 6- tetramethylpiper idinyloxy 
(TEMPO) residue does not influence the biophys. and biol . properties. The 
dipole-dipole interaction between the spin labels of the fully biol. 
active peptide analog was studied in frozen (77 K) glassy solns. in 
different ratios of toluene-methanol . The spin-labeled zervamicin IIA 
mols. were shown to form aggregates. An average distance between the spin 
labels in the aggregates was estimated to be in the range of 25-35 A 
[depending on the solvent composition), indicating that the amphiphilic helical 
peptide mols. are oriented in an antiparallel fashion. Increasing of 
methanol content in the solution results in a loosening of the aggregate 
structure. It was shown that the fraction of aggregated zervamicin IIA 
mols. is less than 44-671 depending on the solvent composition The general 
usefulness of the method to obtain structural long-range information in a 
range of several tens of angstroms is demonstrated by comparison with the 
peptide cluster of trichogin OA IV. 
79395-86-1, Zervamicin IIA 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process), proc (Process) 

(self-aggregation properties of spin- labeled zervamicin iia as studied 

by PELDOR spectroscopy) 
793 95-86-1 CAPLUS 

L-Prolinamide. N-acetyl-L-tryptophyl-L- isoleucyl -L-glutaminyl -2- 



methylalany t - L- isoleucyl -L- 1 hreonyl - 2 -methylalanyl-L-leucyl - 2-methylalanyl- 
<4R) -4 -hydroxy-L-prolyl-L-glutaminyl-2-methylalanyl- UR) - 4 - hydroxy- L- 
prolyl-2-methylalanyl-N- I (IS) -1- (hydroxymethyl ) -2 -phenyl ethyl) - (9CI ) (CA 
INDEX NAME) 
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IT 479353-84-9P 

RL: PEP (Physical, engineering or chemical process)/ PRP (Properties); PYP 
(Physical process); SPN (Synthetic preparation); PREP (Preparation); PROC 
(Process) 

(sel t -aggregat ion properties of spin-labeled zervamicin IIA as studied 
by peldor spectroscopy) 
RN 479353-84-9 CAPLUS 

CN L-Prolinamide. N- acetyl - L- 1 ryptophy 1 -L- isoleucyl- L- glutaminyl -2 - 
methylalanyl -L- isoleucyl -L-tryptophyl- 2 -methylalanyl-L-leucyl -2- 
methylalanyl- (4R) -4 - hydroxy - L-prolyl - L-glutaminyl - 2 -methylalanyl- (4R)-4- 
hydroxy-L-prolyl-2-methylalanyl-N- (2. 2, 6, 6-tetramethyl -l-oxy-4 - 
piperidinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RL: RCT (Reactant); SPN ' (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(self -aggregation properties of spin- labeled zervamicin IIA as studied 
by PELDOR spectroscopy) 
RN 479353-85-0 CAPLUS 

CN L-Prollne. N- acetyl - L- t ryptophyl - L- isoleucyl - L-glutaminyl - 2 -methy lalany 1 - L- 
isoleucyl-L-tryptophyl-2-methylalanyl-L-leucyl-2-methylalanyl- (4R) -4- 
hydroxy-L- prolyl -L-glutaminyl - 2 -met hy lalany 1 - (4R) -4 -hydroxy- L -prolyl - 2- 
methylalanyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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combination with other antifungal agents and its preparation fron 

pneumocandin B0) 

RN 314030-31-4 CAPLUS 

CN L-Prolinamide, (4R)-l- (10. 12 -dimethyl - 1-oxotet radecyl ) -4 . S-dihydroxyD- 
prolyl -L-threonyl- (4R) -4 -hydroxy -L-prolyl- (4S) -4-hydroxy-4- (4- 
hydroxyphenyl ) -L-threonyl - (3R) - 3 -hydroxy- L-ornithyl - 3 -hydroxy- , (38) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB This invention relates to a method for treating a fungal infection 

comprising administering to a mammalian subject in need of such treatment, 
an effective amount of a caspofungin acetate metabolite (I) or its 
pharmaceutical ly acceptable salt. Other aspects of the invention include 
a method of treating a fungal infection using a combination of I and a 
second antifungal agent and pharmaceutical compns . of said combinations. 

IT 3140B0-31-4P 

RL: PAC (Pharmacological activity),- SPN (Synthetic preparation),- THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(active metabolite of antifungal compound caspofungin acetate and 
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MAR PAT 137:47444 




0 P 1? P 17 0 



I 



r if s V > 



AB Title compds. I IX, Y ■ (cyclol alkyl . heteroalkyl. (aryl)heteroaryl. 
alkyl (hetero) aryl , substituted ether, sulfide, Qui tone, amide, 
sulfonamide, urea, carbamate, hydrazide, carbonyl. etc.; H • null, CO, CS, 
or S02,- 0 - null. CH, N. P, alkylene, O, imino. S, or S02 , A . O, CH2, 
alkylene, imino, 5, S02, or a bond; B ■ CM or substituted methylidyne. N, 
or a double bond toward A, L. or Oi o ■ null or alkylene; J - null or 
alkylene, so2, imino. or O; L • null or CH or substituted methylidyne, o, 
S, or imino; M - null or O, imino. S, 502, or alkylene; Pla, Plb, PI • , P3 
» H, alkyl. alkenyl, cycloalkyl, heterocyclyl , (cycloa Iky 1 ) alkyl , or 
(heterocyclyl) alkyl piaPlbc may form a ring; Z - O or imino; Arl, Ar2 ■ 
(un)substituted Ph, 2-, 3-, or 4-pyridyl or their N-oxidea, 2- or 
3-furanyl, etc.; P4 - H, alkyl, arylalkyl, or aryl; R2 - H, cyano, CF3. 
(cyclo)alkyl , aryl, carboxy, etc. (with provisos! ) were prepared as 
hepatitis c virus (Kcv) protease inhibitors. Thus, compound II was prepared 
by a multi-step procedure and showed Ki - 100-999 nM for inhibition of 
serine protease. 

IT 437768-07-5P 437768-09-7P 437768-10-OP 
437768-27-9P 437768-28-0P 437766-29-1P 

RL : PAc {Pharmacological activity); SPN (Synthetic preparation)/ THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USBB 

(uses) 

(preparation of diaryl peptides as NS3-serine protease inhibitors of 

hepatitis c viruB) 

RN 437768-07-5 CAPLUS 

CN Glycinamide, <2S) - 2 -cyclohexyl - N- [ (2 -met hylpropoxy) carbonyl] glycyl - <4R) -4 - 
(phenylmethoxy) -L-prolyl - 3 -amino-2 -oxohexanoyl-N- (phenyl-2- 
pyridinylmethyl ) - (9C7) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 437768-09-7 CAPLUS 

CN Glycinamide, (2S) -2-cyclohexyl -N- I (2 -methylpropoxy) carbonyl ] gl ycyl - (4R> -4- 
( phenyl met hoxy) - L-prolyl - 3 -ami no- 2-oxohexanoy 1 -N- (di - 2 -pyr idiny lmethy 1 ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 437768-10-0 CAPLUS 

CN Glycinamide, (2S) -2-cyclohexyl -N- | ! 2 -methylpropoxy) carbonyl) glycyl - (4R) -4- 
(phenylmethoxy) -L-prolyl -3 -amino- 2 -oxohexanoyl -N- t (4 -hydroxyphenyl 1-2- 
pyridinylmethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HN OBu-i 

X. O O X '.. /Ns 

^, o Ph 

V 

OH 

RN 437768-27-9 CAPLUS 

CN Glycinamide, (2S) - 2-cyclohexyl - N- I (2 -methylpropoxy) carbonyl] glycyl- (4R) -4- 
(1, l-dimethylethoxy) - L-prolyl - 3 - amino- 2 -oxohexanoyl -N- (phenyl-2- 
pyridinylmethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 

tl 
<l 

i-BuO NH 




t-BuO 



RN 437768-28-0 CAPLUS 

CN Glycinamide, <2S) - 2 -cyclohexyl -N- H 2 -methylpropoxy) carbonyl] glycyl - (4R) -4- 
(l, l-dimethylethoxy) -L-prolyl -3 -amino- 2-oxohexanoyl -N- (di-2- 
pyridinylmethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 431768-29- 1 CAPLUS 

CN Qlycinamide, (2S1 - 2-cyclohexyl -N- [ (2 -methylpropoxy) car bony 1 ] g J ycy 1 - (4R» -4- 
(1, 1-dimethylethoxy) - L- prolyl - 3 -amino- 2 -oxohexanoyl -N- J (4 - hydroxypheny 1 > -2- 
pyridinylmethyl) - (9CI) (CA index name) 

Absolute stereochemistry . 
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Characterization and sequence confirmation of 
unnatural amino acid containing peptide libraries 
. using electrospray ionization maBS spectrometry 
Rozenski, Jef; Chaltin, Patrick; Van Aerschot. Arthur; 
Herdewijn, Piec 

Rega Institute for Medical Research, F.F.W. K.u. 
Leuven, Lou vain. B-3000, Belg. 

Rapid Communications in Mass Spectrometry (2002) , 
16 ( 10) , 982-987 

COD EN : RCMSEF ; ISSN : 0951-4198 
John Wiley Sons Ltd. 
Journal 
English 

The content of 24 12-membered heptapeptide libraries was investigated 
using capillary liquid chromatog . coupled with an electrospray ionization 



AUTHOR (S) : 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



quadrupole orthogonal acceleration t ime-of - flight mass spectrometer. 
Adjustment of the chromatog. parameters led to the separation of most of the 
components. Extraction of the IM ♦ 2H)2* iona allowed us to demonstrate the 
presence of all expected species in the library and to evaluate their 
relative abundance in the mixture Rapid sequence confirmation was achieved 
by subtraction of product ion spectra, a way to eliminate common ions and 
to simplify the spectra for interpretation. This technique can also 
easily be applied to other libraries consisting of components with a 
common core. 
IT 471295-83-7P 

RL: ANT (Analyte) t CPN (Combinatorial preparation); PRP (Properties); ANST 
(Analytical study); CMBI (Combinatorial study); PREP (Preparation) 

(unnatural amino acid-containing heptapeptide library characterization and 
sequence confirmation using electrospray ionization mass spectrometry) 

RN 471295-83-7 CAPLUS 

CN L-Argininamide. N2 -acetyl - L-arginyl - 3 - (3,4 -di hydro- 2 , 4 -dioxo- 1 < 2H> - 
pyrimidinyl » -D-alanyl -N-methylglycyl - 3 - ( 1 , 4 -dihydro-2 , 4 -dioxo- 3 (2H) - 
quinazol inyl ) -D-alanyl -N-methylglycyl- (4R) -4 - hydroxy-L-prolyl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



AcNHc/(CH 2 l 3 I 

i U NH 2 



HN. ^.N. 




NH 

A 



A 
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Formation of new lipoaminopeptides, acremostatins A, 
B, and C, by co-cultivation of Acremonium sp. Tbp-5 
and Mycogone rosea DSM 12973 

Degenkolb. Thomas; Heinze, Stephan,- schlegcl. 
Brigitte; Strobel, Gary,- Grate. Udo 
Hans-Knol 1 - Institute for Natural Products Research, 
Jena. D- 0774 5. Germany 

Bioscience, Biotechnology, and Biochemistry (2002), 

66(4), 883-886 

CODEN : BBBIEJ; ISSN: 0916-8451 

Japan Society (or Bioscience, Biotechnology, and 
Agrochemistry 
Journal 

LANGUAGE ; English 

AB Formation of new lipoaminopeptides, acremostatins A, B, and c, was observed 
during co-cultivation of Acremonium sp. Tbp-5 and Mycogone rosea DSM 
12973. Thus, co-cultivation of microorganisms producing related products 
could be suggested as a suitable way towards diversification ot microbial 
structures . 

IT 443919-93-5, ACremostatin A 443919-94-6, Acremostatin B 
443919-95-7. Acremostatin C 

RL ; BSU (Biological study, unclassified); NPO (Natural product 
occurrence); PRP (Properties); BIOL (Biological study); OCCU (Occurrence) 
(formation of the new lipoaminopeptides acremostatins A, B, and C by 
cocultivation of Acremonium Tbp-S and Mycogone rosea DSM 12973) 
RN 443919-93-5 CAPLUS 

CN P-Alaninamide, 14S) -4-methyl-l- (2 -methyl- l -oxodecyl) -L-prolyl- 

(2S.4S, 6S) -2-amino-6-hydroxy-4 -methyl - B- oxodecanoyl - <3R) - 3 - hydroxy- L- 
leucyl - 2 -met hylal any 1 - L- leucy 1 - L- leucyl- 2-methylalanyl - 2 -methy la lany 1 -N- 
t (IS) - 1 -methyl -2- (met hyl ami no) ethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 



\,.y 



■ V Me Me 
! I V H □ 

% " (x 



HO' Pr-i 



RN 443919-94-6 CAPLUS 

CN p-Alaninamide, (4S> -4 -methyl - 1 -< 2-methyl - 1 -oxodecyl ) -L-prolyl - 

(2S,4S, 6S) -2-amino-6-hydroxy-4-methyl-8-oxodecanoyl- OR) - 3 - hydroxy- L- 
leucyl - 2 -met hylal anyl - L- leucyl - L- leucyl - 2 -methylalanyl -2 -methylalanyl -N- 
E (IS) -2- (dimethyl amino) - 1 -methy 1 ethyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 



(CH 2 >7 
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Rfl 443919-95-7 CAPLUS 

CN p-Alaninemide, <4S> -4 -methyl - 1 - (2 -methyl -l -oxodecyl) -L- prolyl - 

(28, 45,66) - 2 -amino- 6- hydroxy -4 -methyl -8 -oxodecanoyl - OR) - 3 - hydroxy- L- 
leucyl - 2 -met hylalanyl-L- leucyl -L- leucyl - 2 -methy lalanyl - 2 -methy 1 a lanyl -N- 
UXS) -2- (dimethyloxidoamino) - 1 -methy lethyl 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2002:317212 CAPLUS 
137 ; 362494 

Computational chemistry studies on a new class of 
peptide antidepressants 
Hlavka, Joseph J, 

Innapharma. Inc., Park Ridge. NJ. 07656, USA 
Journal of Applied Research (2002), 2(1). 58-62 
CODEN: JAROBP; ISSN: 1537-064X 
Therapeutic solutions LLC 
Journal 
English 

computational chemical studies were performed to determine the quant, structure 
activity relationships (QSAR) of a new series of small peptides that have 
demonstrated potent antidepressant activity in animal models for 
depression and in Phase II clin. trials. When comparing graphically the 
calculated activity value (Z») with the observed activity value (Z) , we observe 
an excellent correlation between the two, resulting in a good predicacor 
of activity. 

IT 173240-15-B 

RL; pac (Pharmacological activity); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(computational chemical studies on a new class of peptide antidepressants) 

RN 173240-1S-B CAPLUS 

cn L-Tryptophanamide , 4 - f luoro- L- phenyl al any 1 - (4R) -4 - hydroxy- L- prolyl -L- 
arginylglycyl - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



GXO 




combined. In contrast, the traditional statistical approach did not 
confirm the effect of separation between treatment subgroups using a single 
endpoint at the end of observation. 
IT 173240-15-8, Nemifitide 

RL: THU (Therapeutic use),- BIOL (Biological study) / uses (Uses) 

(use of discriminant anal, to Sep. Study population by treatment 
subgroups in clin. trial with new pentapeptide antidepressant) 
RN 173240-15-8 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) -4 -hydroxy-L-prolyl -L- 
arginylglycyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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2002:317211 CAPLUS 
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The use of discriminant analysis to separate a study 
population by treatment subgroups in a clinical trial 
with a new pentapeptide antidepressant 
Feighner. John P., Sverdlov, Lev 
Innapharma, Inc.. Park Ridge, NJ, 07656, USA 
Journal of Applied Research (2002), 2 d). 50-&7 
CODEN: JAROBP; ISSN: 1537-064X 
Therapeutic Solutions LLC 
Journal 
English 

This article examines the use of multivariate discriminant anal, to sep. 
the drug-treated from placebo populations by treatment subgroups in a 
phase 2 clin. trial with a new pentapeptide antidepressant and shows a 
preference to quantify the difference in the psychometric scores between 
treatment groups as a function of full observation period instead of 
single time-point at the end of treatment. Data were evaluated from a 
single-center, randomized, placebo-controlled, double-blind clin. trial 
where the investigatory drug was administered s.c. daily in 55 subjects 
diagnosed with major depression tor either one or two S-day treatment 
cycles (total 5 or 10 doses). The evaluable efficacy data set included 51 
subjects: 19 from the 10-day treatment group, 11 from the 5-day treatment 
group, and 21 from the placebo group. A retrospective pharmacokinetic 
anal, permitted the definition of the man. projected therapeutic concentration 
(MPTC) with maximum observed plasma drug concentration (Crnax) for 13 subjects 

MPTC and 17 subjects below MPTC. The key variable for discriminant anal, 
was percent change from baseline for 21 -item Hamilton Depression Rating 
Scale scores for 11 major time points from the first evaluation during 
treatment (Day 3) to the last follow-up evaluation (Day 40) . Because of 
the relatively small sample size, all subjects available for anal, were 
used to derive the discriminant criteria. Discriminant anal, was very 
successful in separating treatment subgroups: from 82.4% to 86. 7V of subjects 
with the correct classification of any two of the three subgroups combined 
and 80.0* of subjects with correct classification of all three subgroups 
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CAPLUS COPYRIGHT 20 07 ACS on STN 
Z002:261B16 CAPLUS 
137:149749 

Clinical pharmacokinetic studies with INN 00835 
(nemifitide), a novel pentapeptide antidepressant 
Feighner, John P.; Nicolau, Gabriela; Abajian, Henry; 
Mam ceo, Nadia CardillO; Morrison, John; Sverdlov, 
Lev,- Hlavka, Joseph; Tonelli. George. Jr.; Di Spirito, 
Carlo,- Faria. George 

innapharma, Inc.. Park Ridge, NJ. 07656, USA 
Biopharmaceutics fc Drug Disposition (2002). 33(1). 

33-39 

CODEN : BDDID8; ISSN: 0142-2782 

John Wiley fc Sons Ltd. 
Journal 
English 

f it ide (4 - f luoro- L-phenylalanyl -trans -4 -hydroxy- L- prolyl -L- 
arginylglycyl -L-tryptophanamide ditr i f luoroacetate) is a novel 
antidepressant, currently in phase 2/3 clin. trials. The purpose of our 
phase 1 clin. trialB (conducted over a three year period) was to provide 
safety and pharmacokinetic data to support its clin. development as an 
antidepressant drug. single and multiple doses ranging from 18 to 320 mg 
were administered sc. to healthy volunteers in five phase 1 studies. 
Plasma conens. of unchanged parent drug were determined by a validated LC/MS/MS 
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method in blood samples collected at timepoints between 10 min and 72 h 
after dosing. Nemifitide was rapidly absorbed (Cmax at 10 min) and 
eliminated (tl/2 15-30 min) in most subjects. Regression and power model 
analyses were used to evaluate the data. The results indicate that 
pharmacokinetic parameters; AUco-t, AUC o-<» and Cmax, were close to 
dose proportional in the dose range investigated. There was no evidence 
of systemic accumulation of drug following 5 daily doses. No serious 
adverse events or clin. significant systemic adverse events occurred at 
any of the doses investigated in the over 100 subjects dosed in these 
studies. Drug-related adverse events were limited to local and transient 
skin reactions (pain and/or erythema) at the injection site, especially at i 
high doses administered: 240 and 320 mg. 
204992-09-6. Nemifitide 

RL: ADV (Adverse effect, including toxicity),- PKT (Pharmacokinetics); BIOL. 
(Biological study) 

(clin. pharmacokinetic studies with INN 00835 (nemifitide), a novel 

pentapeptide antidepressant) 

204992-09-6 CAPLUS 

L-Tryptophanamide. 4-f luoro-L-phenylalanyl - (4R> -4 -hydroxy- L-prolyl-L- 
arginylglycyl- , bis (tri f luoroacetate) (salt) <9CI> (CA index name) 

CM 1 



Absolute stereochemistry. 



Rotation (- > . 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2002:255768 CAPLUS 
137:201573 

Synthesis of new echinocandin derivatives via a 
diol-keto transposition 

Aszodi, Jozsef; Fauveau, Patrick; Melon -Manguer, 
Dominique,- Ehlers, Eberhard.- Schio, Laurent 
Medicinal Chemistry, Aventis Phartaa, Romainville, 

F-93235, Pr. 

Tetrahedron Letters (2002), 43(16), 2953-2956 
CODEN: TELEAY ; ISSN: 0040-4 039 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 137:201573 
A new diol -carbonyl transposition reaction has been discovered in 
echinocandin type structures. An "-hydroxy hemiaminal moiety has 
been shown to undergo a pinacol-type rearrangement in the presence of 
trimethylsi lyl iodide to afford ketone derivs. Applied to 
deoxymulundocandin, this transposition led to a useful intermediate for 
further chemical modification. 

IT 452916-29-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of deoxymulundocandin derivs. via diol -carbonyl transposition 
reaction) 
RN 452916-29-9 CAPLUS 

CN L-Prolinamide, <4R) -4, 5-dihydroxy-D-prolyl-L-threonyl- (4R) -4-hydroxy-L- 
prolyl -4 - (4 -hydroxyphenyl ) - L-threonyl -L-seryl - 3 -hydroxy -4 -methyl - , 

(3S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2 00 7 ACS on STN 
2002:242871 CAPLUS 
137: 17075 

Prime site binding inhibitors of a serine protease: 
NS3/4A of hepatitis C virus 

Ingal 1 inel la , Paolo, Pattori, Daniela; Altamura. 
Sergio; Steinkuehler , Christian; Koch, Uwe; Cicero, 
Daniel; Bazzo, Renzo; Cortese, Riccardo,- Bianchi, 
Elisabetta,- Pessi , Antonello 

IRBM P. Angeletti. Pomezia (Rome), 00040, Italy 
Biochemistry (2002) . 41 (17), 5463-5492 
CODEN: BICHAW; ISSN: 0006-2960 

American Chemical Society 
Journal 
English 

CASREACT 137:17075 

AB serine proteases are the most studied class of proteolytic enzymes and a 

primary target for drug discovery. Despite the large number of inhibitors 
developed so far, very few make contact with the prime site of the enzyme, 
which constitutes an almost untapped opportunity for drug design. In the 
course of our studies on the serine protease NS3/4A of hepatitis c virus 
(HCV> , we found that this enzyme is an excellent example of hoth the 
opportunities and the challenges of such design. we had previously 
reported on two classes of peptide inhibitors of the enzyme: (a) product 
inhibitors, which include the P6-P1 region of the substrate and derive 
much of their binding energy from binding of their C-terminal carboxylate 
in the active site, and (b) decapeptide inhibitors, which span the S6-S4' 
subsites of the enzyme, whose P2*-P4" tripeptide fragment crucially 
contributes to potency. Here we report on further work, which combined 
the key binding elements of the two series and led to the development of 
inhibitors binding exclusively to the prime site of NS3/4A. we prepared a 
small combinatorial library of tripeptides, capped with a variety of 
constrained and unconstrained diacids. The SAR was derived from multiple 
analogs of the initial micromolar lead. Binding of the inhibitor(s) to 
the enzyme was further characterized by CD, site-directed mutagenesis, a 
probe displacement assay, and NMR to unequivocally prove that, according 
to our design, the bound inhibitor (s) occupies (occupy) the s* subsite and 
the active Bite Of the protease. In addition, on the basis ot the 
information collected, the tripeptide series was evolved toward reduced 
peptide character, reduced mol . weight, and higher potency. Beyond their 
interest as HCV antivirals. these compds . represent the first example of 
prime site inhibitors of a serine protease. We further suggest that the 
design of an inhibitor with an analogous binding mode may be possible for 
other serine proteases. 

IT 433290-43-BP 

RLi.BSU (Biological study, unclassified); CPN (Combinatorial preparation); 
PRP (Properties); BIOL (Biological study); CMBI (Combinatorial study); 
PREP (Preparation) 

(prime site binding inhibitors of serine protease NS3/4A of hepatitis C 
Virus) 

RN 433290-43-8 CAPLUS 

CN L-Leucinamide, <2S)-N- [[< 1R. 2R) - 2 -carboxycyclohexyl ) carbonyl )- 2 - 
cyclohexylglycyl- <4S> - 4 - hydroxy- L-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2002:234 128 CAPLUS 
136:302624 

integramides A and B, two novel non-ribosooal linear 
peptides containing nine Ca -methyl amino acids 
produced by fungal fermentations that are inhibitors 
of HtV-i integrase 

Singh, Sheo B.; Herath, Kithsiri; Guan, Ziqiang; Zink. 
Deborah L.; Dombrowski, Anne W. ; Polishook, Jon D. ; 
Silverman. Keith C.f Lingham, Russell 8.; Felock, 
Peter J.; Hazuda. Daria J. 

Merck Research Laboratories, Rahway. nj. 07065, USA 
Organic Letters (2002), 4(9). 1431-1434 
CODEN : ORLBF7, ISSN : 1523-7060 
American Chemical society 
Journal 
English 

Integramides A and B are 2 novel 16-mer linear peptides rich in 
C<t-Me amino acids that were isolated from fungal exts. of 
Dendrodochium sp. by employing a bioassay-guided isolation procedure using 
recombinant Hiv-i integrase. The structure and stereochem. were 
elucidated by a combination of 2D NMR and ESI - and PAB-MS including MS/MS 
studies and by Marfey's method. Integramides A and B inhibited the 
coupled reaction of HIV-i integrase with IC50 values of n and 10 mm, 
reap. 

427885-58-3P , Integramide A 4 27B85 - 59-4 P . Integramide B 
RL: BSU (Biological study, unclassified); NPO (Natural product 
occurrence); PUR (Purification or recovery); BIOL (Biological study); occu 
(Occurrence); PREP (Preparation) 

(integramides A and B, two novel non-r iboaomal linear peptides containing 
nine Cu-Me amino acids produced by fungal fennns. that are 
inhibitors of HIV-l integrase) 
427885-58-3 CAPLUS 

Glycine, N- acetyl -D- isovalyl- (4R) -4 -hydroxy- L- prolyl - L- isoleucyl -L- 
isovalyl-L-leucyl-2-methylalanyl-2-methylalanyl-2-methylalanyl- (4R>-4- 
hydroxy- L- prolyl -L- leucyl - L- isovalyl -2-methylalanyl - <4R> -4-hydroxy-L- 
prolylisovalylisovalyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Currently available stereo shown. 
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RN 427885-59-4 CAPLUS 

CN Glycine, N- acetyl -D- isovaly] - <4R) -4 - hydroxy- L-prolyl - L- isoleucyl - L,- 

isovalyl-L-leucyl -2-methylalanyl -2-methylalanyl-l,-i30valyl- (4RI -4 -hydroxy- 
L- prolyl - L- leucyl - 1>- iaova ly 1 - 2 -met hy lal anyl - (4R) -4 -hydroxy- L- 
prolylisovalylisovalyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (♦) . 
Currently available stereo shown. 
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A peptide derived from (i- fetoprotein prevents 
the growth of estrogen -dependent human breast cancers 
sensitive and resistant to tamoxifen 

Bennett. James A.,- Meafin. Fassil B . ; Andersen. Thomas 
T.; Gierthy, John F . ; Jacobson. Herbert I. 
Albany Medical College. Albany, NY, 12208. USA 
Proceedings of the National Academy of sciences of the 
United states of America (2002). 99(4). 2211-2215 

CODEN: PNASA6; ISSN: 0027-84 24 

National Academy of Sciences 
Journal 
Engl ish 

( EMTOVNOG ) derived from <«- fetoprotein was compared 
with tamoxifen for activity against growth of human breast cancer 
xenografts implanted in immune-deficient mice. Both peptide and tamoxifen 
prevented growth of estrogen- receptor-pos . MCF-7 and T4 7D human breast 
cancer xenografts. A subline of MCF-7, made resistant to tamoxifen by a 
6-rao exposure to this drug in culture, was found to be resistant to 
tamoxifen in vivo. Peptide completely prevented the xenograft growth of 
this tamoxi fen-resistant subline of MCF-7. Neither peptide nor tamoxifen 
was effective in slowing the xenograft growth of the estrogen- receptor- 
neg. MDA-MB-23 1 human breast cancer. A worrisome side effect of tamoxifen 
is its hypertrophic effect on the uterus. In this study, tamoxifen was 
shown to stimulate the growth of the immature mouse uterus in vivo, and 
the peptide significantly inhibited tamoxifen's uterotropic etfect. The 
mechanism of action of peptide is different from that of tamoxifen in that 
the peptide does not interfere with the binding of |3H) estradiol to the 
estrogen receptor. In conclusion, <i-fetoprotein-derived peptide 
appears to be a novel agent that interferes with the growth of 
tamoxi fen- sensitive as well as tamoxi fen- resi stant estrogen- receptor -pos . 
human breast cancers; it inhibits the uterotrophic side effect of 
tamoxifen and. thus, it may be useful in combination with or in place of 
tamoxifen for treatment of est rogen- receptor-pos . human breast cancers. 
IT 393827-71-9 

RL: PAC (Pharmacological activity); THu (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(peptide derived from <i- f etoprote i n prevents growth of 
estrogen-dependent human breast cancers sensitive and resistant to 
tamoxi fen) 

RN 393827-71-9 CAPLUS 

CN Glycine, L-<« -glutamyl -L-methionyl -L-threonyl - (4R> - 4 - hydroxy- L- prolyl • 
L-valyl-L-aaparaginyl- (4R) -4-hydroxy-L-prolyl- (9C1) (CA INDEX name ) 

Absolute stereochemistry. 
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Preparation of novel peptides as NS3-serine protease 
inhibitors of hepatitis C virus 

sakeena. Anil K.i Gi r i j ava 1 lobhan , Viyyoor Moopil; 
Lovey, Raymond a., Jao, Edwin B . ; Bennett, Frank/ 
Mccormick, Jinping,- Hang, Haiyan; Pike. Russell B . / 
Bogen, Stephane L. ; Liu, Yi-Tsung; Arasappan, Ashok; 
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Ganguly, Ashit K . ; Brunck, Terence Li Kemp, Scott 
Jeffrey; Levy, Odile Esther; Lim-wilby, Marguerita 
Schering Corporation. USA; Corvas International, Ine, 
PCT int . Appl . , 197 pp. 
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Patent 
Engl ish 
1 
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hepatitis C virus) 
RN 393 520-33-7 CAPLUS 

CN Glycine, N-ncetyl-L- u-glutamyl - L- a -g lutamyl -L-valyl -L-valyl - 

14R) -4 - (I tphenylmethoxy) carbonyl ) amino) -L-prolyl- 3 -amino- 2-oxohexanoyl - 
l,2-bisU,l-dimethylethyl> 7- (2-propenyl) ester (9CI) (C A INDEX NAME) 

Absolute stereochemistry. 



P° O P« 

I H it f H 

H || H |l 




Ac - L-Qlll-L-Glu- L- Va 1 — NH CO — N \~" S 

/ \ CONHCH (Pr)COCONHCH 2 C0 2 H 




Novel peptides I lZ ■ O, NH or substituted imino, X • (un) substituted 
alkylsul fonyl , heterocyclylsul fonyl , heterocyclylalkylsul fonyl , 
arylsul f onyl , heteroary lsu 1 fonyl , a Ikylcarbonyl , heterocyclylcaibonyl , 
heterocyclylalkylcarbonyl . arylcarbonyl , heteroary 1 carbonyl , 
alkoxycarbonyl . heterocyclyloxycarbonyl , aryloxycarbonyl , 
heteroaryloxycarbonyl , alkyaminocarbonyl , heterocyclylaminocarbonyl , 
arylaminocarbonyl , or heteroarylaminocarbonyl ; XI » H, alkyl, a ryl methyl ; 
Pla, Plb, P2-P6 - H, lun) substituted alkyl, alkenyl, cycloalkyl, 
heterocyclyl , cycloalkylalkyl , heterocyclylal kyl , a ryl, heteroaryl, 
arylalkyl, or heteroarylalkyl ; Pia and Plb may optionally be joined to 
each other to form a spirocyclic or spiroheterocyclic ring containing 0-6 
oxygen, nitrogen, sulfur, or phosphorus atoms; Pi" - H, (un > subst ituted 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, 
heterocyclylalkyl , aryl, arylalkyl, heteroaryl, or heteroarylalkyl) having 
HCV protease inhibitory activity are disclosed. Thus, peptide II was 
prepared via peptide coupling in solution and showed Ki - 1-100 nM for 
inhibition of HCV protease, 
393520-33-7P 393520-74-6P 393520-79-1P 
393520-B1-5P 393S20-83-7P 393520-B5-9P 
393S22-26-4P 393S22-52-6P 393522-55-9P 
393522-59-3P 393522-62-8P 393522-65-1P 
393522-68-4P 393522-71-9P 393522-74-2P 
393522-76-4P 393522-79-7P 393522-81-1P 
393S22-84-4P 393522-87-7P 393522-90-2P 

393522- 93-SP 393522-96-8P 393522-99-1P 

393523- 02-9P 393S23-04-1P 393523-06-3P 
393523-09-6P 393523-21-2P 393523-24-5P 

RL: PAC (Pharmacological activity). SPN (Synthetic preparation), THU 
(Therapeutic use); 3I0L (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of novel peptides as NS3 -serine protease inhibitors of 



RN 393520-74-6 CAPLUS 

CN Glycine, N- acetyl - L- <i- glutamyl -L- <i -glutamyl -L-valyl -L-valyl - 

(4R) -4- ( ( (phenylmethoxy) carbonyl) amino) - L-prolyl - 3 -amino- 2 -oxohexanoyl - 
2- (1 , 1 -dimethylethyl) 7 - ( 2 - propenyl > ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



V 



- N X I. 



393520-79-1 CAPLUS 

Glycine, N-acetyl-L- u -glutamyl -L- u-glutarayl -L-valyl-L-valyl - 

<4R) -4- ( I (phenylmethoxy) carbonyl ) amino) - L- prolyl -3 -amino- 2 -oxohexanoyl - 

7- (2-propenyl) ester (9CI) (CA INDEX NAME) 




Absolute stereochemistry. 





393520-81-5 CAPLUS 

Glycine, N- acetyl - L- a-glutamyl - L- <i-glutamyl - L- valyl -L-valyl - 
(4R) -4- (1, l-dimethylethoxy) - L-prolyl - 3 -amino- 2 -oxohexanoyl - , 
l,2-bio(l,l-dimethylethyl) 7 -( 2 - propenyl ) ester (9CI) (CA INDEX NAME) 



RN 3 93520-83-7 CAPLUS 

CN Glycine. N- acetyl - L- a -glutamyl - L- a-glutanryl - L-valyl - L-valyl - 

(4R) -4- [ Kl,l-dimethylethyl)dimethylsilyl]oxyJ -L-prolyl-3-amino-2- 
oxohexanoyl - , 1 , 2-bis ( 1 - 1-dimethylethyl ) 7- (2-propenyl) ester I9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



O O .» 



I; 'I " I 

Me Me < sV N Pr-n 

t-BU O*^ 



RN 393520-85-9 CAPLUS 

CN Glycine. N- acetyl • L- «• glutamyl -L- <i-gl utamyl -L-valyl -L-valyl - 

(4R) -4- hydroxy- L-prolyl -3 -amino- 2-oxohexanoyl - . ^ - ( 2 - propeny 1 ) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 393522-26-4 CAPLUS 

CN Glycine, N- acetyl - L- u- glutamyl -L- *i -glutamyl - L-valyl -L-valyl - 

<4R) -4- (carboxymethoxy) -L-prolyl- US) - 3 -amino- 2-oxohexanoyl- (SCI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
H02C.^ s NHAc 



RN 393522-52-6 CAPLUS 

CN Glycine, N-acetyl-L- "-glutamyl ■ L- <»-glutamyl -L- valyl-L-valyl- 

(4S) -4 - I [ (phenoxycarbonyl) amino) methyl) -L-prolyl- (3S) -3-amino-2- 
oxohexanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 393622-55-9 CAPLUS 

CN Glycine , N- acetyl • L- .» - gl utamy 1 - L- <i-g I utamyl - L-valyl - L-valyl • 

(43) -4- 1 (benzoylami no) methyl J -L-prolyl- OS) - 3 -amino- 2 -oxohexanoy 1 - (9CIJ 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 393522-59-3 CAPLUS 

CN Glycine . N-acetyl-L- «i -g lutamyl - L- n- glutamyl -L-valyl -L-valyl - 

(4S) -4-1(1 <9H-fluoren-9-ylmethoxy)carbonyl)amino)methyl) -L-prolyl- OS) -3- 
amino-2-oxohexanoyl- (9C1) (CA index name) 



PAOB l-A 

o 




RN 393522-62-8 CAPLUS 

CN Glycine. N-acetyl-L- "-glutamyl - L - <i- glutamyl - L-valyl -L>- valyl - 

(4S) -4-11 (3-phenoxybenzoyl) amino) methyl] -L-prolyl- <3S) -3-amino-2- 
oxohexanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 




o 



RN 393522-65-1 CAPLUS 

CN Glycine, N-acetyl - L- u -glutamyl - L- a- glut amy 1 -L-valyl -L-valyl - 

(4R) -4- || (phenyl sul Eonyl) amino} methyl) - L- prolyl - OS) - 3 -ami no- 2 - oxohexanoy 1 - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




i; 




RN 393522-68-4 CAPLUS 

CN Glycine, N- acetyl - L- <i- glutamyl -L - u-glutamyl - L-valyl - L-valyl - 

(4R> - 4 - ( I (9H- f luoren- 9-ylmethoxy) carbonyl ) amino) -L-prolyl - OS) - 3 -amino- 2- 
oxohexanoyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CN Glycine, N-acetyl-L- a •glutamyl - L- "-glutamyl -L-valyl - L-valyl - 

<4S> -4- [ [ [ (phenylamino) carbonyl) ami nolmethyl) -L-prolyl - OS) -3-aoino-2- 
oxohexanoyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
HOjC.^ ^ s ^NHAC 



0 NH 

H 




O 



RN 393522-74-2 CAPLUS 

CN Glycine, N-acetyl-L- ^-glutamyl -L- ^-glutamyl - L-valyl -L-valyl - 

<4R) -4- (benzoylamino) -L-prolyl - (3S> -3 -amino- 2- oxohexanoy 1- (9CI1 {CA 

INDEX NAME) 
Absolute stereochemistry. 




H 

HN *0 




RN 393522-76-4 CAPLUS 

CN Glycine. N-acetyl-L- <« - glutamyl -L- "-glutamyl -L-valyl -L-valyl - 

(4R) -4- I (4 - me thoxy benzoyl >amino) -L-prolyl - OS) -3 -amino-2-oxohexanoyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 3 93 522-79-7 CAPLUS 

CN Glycine, N-acetyl-L- "-glutamyl - L- u-glutamyl -L-valyl-L-valyl- 

(4R) -4- ( (4 -phenoxybenzoyl > amino) -L-prolyl - OS) - 3 -amino- 2 - oxohexanoy 1 - 
(9CI) (CA INDEX NAME) 




RN 393522-81- 1 CAPLUS 

CN Glycine, N- acetyl - L- <i-g lutamyl - L- n -glutamyl - L-valyl -L-valyl - 

14 R) -4 - ( (3 -phenoxybenzoyl ) amino] -L-prolyl - OS) -3 -amino- 2- oxohexanoy 1- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




(9CI) (CA 



Absolute stereochemistry. 



Absolute stereochemistry. 




RN 393 522-BT-7 CAPLUS 

CN Glycine, N-acetyl-L- <j -glutamyl - L- u-glutamyl -L- valyl -L-valyl - 

(4R) -4- I ( 4 -met hoxy phenyl ) met hy 1 J -L-prolyl - OS) - 3 -amino- 2 -oxohexanoy 1 • 
(SCI) (CA INDEX NAME) 

Absolute stereochemistry . 



ACNH g 



A. , -r- 
"f - 

HN 

O - 5 Pr-i |! 

j! 1 0 

j J 



RN 393522-90-2 CAPLUS 

CN Glycine, N-acetyl-L- <j -glutamyl -L- a -glutamyl -L-valyl - L-valyl - 

(4R)-4- (2-propenyl) -L-prolyl- OS) - 3 -amino- 2 -oxohexanoyl - <9CI> (CA INDEX 

NAME) 

Absolute stereochemistry. 



o 

0 HN 

v.. 5/ 




RN 393522-93-5 CAPLUS 

CN Glycine, N-acetyl-L- ci-gl utamy 1 - L- « -glutamyl - L-valyl - L-valyl - 

(4R) -4 - [ (1 , 3-benzodioxol-5-ylcarbonyl)amino) -L-prolyl- OS) -3 -amino- 2- 
oxohexanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I .0 

H I J 

n-Pt 3 N 



A 



CD. 



RN 3 93522-96-8 CAPLUS 

CN Glycine, N-acetyl-L- "-glutamyl - L- a -glutamyl - L- valyl -L-valyl - 

(4R) -4- I (4 - f luorobenzoyl ) amino) -L-prolyl- OS) - 3 -amino- 2- oxohexanoy 1- 
(CA INDEX NAME) 

Absolute stereochemistry. 



0 |? 



X 



s >r-i 



Y 



RN 393522-99-1 CAPLUS 

CN Glycine, N-acetyl-L- « -glutamyl - L- <i-glutamyl -L-valyl-L-valyl - 

(4R) -4- ( [ (2-methylpropoxy) carbonyl] amino) -L-prolyl- OS) -3-amino-2- 
oxohexanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
H02C. /\ s . NHAc 



X 



RN 3 93523-02-9 CAPLUS 

CN Glycine, N- acetyl - L - ct- glutamyl - L - ti-glutamy 1 -L-valyl -L-valyl - 

(4R) - 4- I (phenyl sul forty 1) amino) - L-prolyl - OS) -3 -amino- 2 -oxohexanoyl - 
(CA INDEX NAME) 



H02C^ y~ 3 ^ NHAc 



HN 



RN 3 93523-04-1 CAPLUS 

CN Glycine, N-acetyl-L- a- glutamyl - L- a -glutamyl -L-valyl -L-valyl - 

(4R) -4- ( [ (4-methoxyphenyl)sulfonyl)aminol -L-prolyl- OS) -3-aaino-2- 
oxohexanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393523-06-3 CAPLUS 

CN Glycine, N- acetyl -L- a - glutamyl -L- "-glutamyl - L-valyl -L-valyl - 

(4R) -4- H tphenylamino) carbonyl] amino] -L-prolyl- OS) -3 -amino- 2- oxohexanoy 1- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 




C0 2 H 



RN 393523-09-6 CAPLUS 

CN Glycine. N- acetyl - L- »i- glutamyl - L- «-glutamyl-L-valyl-L-valyl - 

I4R) -4- t 1 1 (4-methoxyphenyl)amino)carbonyl | amino 1 -L-prolyl - < 3S ) - 3 - amino- 2 - 
oxohexanoyl- ( 9CI ) <CA INDEX NAME) 

Absolute stereochemistry. 




N 

H 



RN 393523-21-2 CAPLUS 

CN Glycine. N- acetyl ■ L- u -glutamyl -L- >» - glutamyl -L-valyl-L-valyl- 

<4R) -4-amino-L-prolyl- (3S) -3 -amino- 2-oxohexanoyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 393523-24-5 CAPLUS 

CN Glycine, N- acetyl - L - <i - g lutamyl - L- a -glutamyl - L-valyl - L- valyl - 

<4S) -4- (carboxymethyl) -L-prolyl- (3S) -3 -amino-2-oxohexanoyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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TITLE: spatial structure of zervamicin I IB bound to DPC 

micelles: implications for voltage-gating 

AUTHOR(S): Shenkarev. Z. 0.; Balashova. T. A.; Efreraov, R. o. ; 

Yaklmenko. Z. A.; Ovchinnikova. T. v.; Raap. J.j 
Arseniev, A. 5. 

corporate SOURCE: shemyakin -Ovchinnikov Institute of Bioorganic 

Chemistry, Russian Academy of Sciences. Moscow. 
U7997, Russia 

SOURCE : Biophysical Journal (2002), 62(2), 762-771 

CODEN: BIOJAU; ISSN: 0006-3495 
PUBLISHER: Biophysical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Zervamicin IIB is a 16-amino acid peptoibol that forms voltage- dependent 



ion channels with multilevel conductance states in planar lipid bilayers 
and vesicular systems. The spatial structure of zervamicin IIB bound to 
dodecylphosphochol ine micelles was studied by nmr spectroscopy. The set 
of 20 structures obtained has a bent helical conformation with a mean 
backbone root mean square deviation value of . apprx. 0 . 2A and 
resembles the structure in isotropic solvents. The N-terminus represents 
an tt-helix, whereas the c- terminal part has a mixed 3 10/<iR 
hydrogen-bond pattern. In the anisotropic micelle environment, the 
bending angle on KyplO (23M is smaller than that (47») in 
isotropic solvents. In the N0ESY (Nuclear Overhauser Effect Spectroscopy) 
spectra, the characteristic attenuation of the peptide signals by 5- and 
16-doxylsterate relaxation probes indicates a peripheral mode of the 
peptaibol binding to the micelle with the N-terminus immersed slightly 
deeper into micelle interior. Anal, of the surface hydrophobicity reveals 
that the zervamicin IIB helix is amphiphilic and well suited to formation 
of a tetrameric transmembrane bundle, according to the barrel -stave 
mechanism. The results are discussed in a context of voltage-driven 
peptaibol insertion into membrane. 
79395-BS-0, Zervamicin IIB 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 

(Physical process); PROC (process) 

(spatial structure of zervamicin IIB bound to' DPC micelles provides 
evidence for voltage-driven model of peptaibol membrane insertion) 

79395-85-0 CAPLUS 

L-Prol inamide. N- acetyl -L-tryptophyl - L- isoleucyl - L-glutaminy 1 -D- isovalyl -L- 
isoleucyl-L-threonyl -2-methylalanyl-L-leucyl-2-methylalanyl - <4R) -4-hydroxy- 
L-prolyl-L-glutaminyl-2-methylalanyl- <4R> - 4 -hydroxy- L- prolyl - 2 - 
methylalanyl-N- | (1S> -1- (hydroxymethyl) -2-phenylethyl] - (CA INDEX NAME) 



HO CH 2 
Ph-CH2 CH - NH- 
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A study on docking mode of HIV protease and their 
inhibitors 

Akaho, Eiichi; Morris. Garret; Ooodsell, David; Wong, 
David; Olson. Arthur 

Fac. Pharmacetuical Sci . . Kobe oakuin Univ.. SIS 



Arise. Ikawadani -cho, Nishi-ku. Kobe. 6S1-21B0. Japan 
Journal of Chemical Software (2001), 7(3). 103-114 
CODEN; CHSFEC; ISSN: 0918-0761 
PUBLISHES: Kagaku Sofutowea Oakkai 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

A3 The capability to propose feasible ways of binding a putative ligand 
inhibitor to a known receptor site is crucial to the successful 
structure-based drug design. A computer docking approach is to position 
or •dock" ligand and receptor mols. together in many different ways and 
then score each orientation by applying a reasonable evaluation function. 
AutoDock3.0 is an unbiased type docking program in which a user does not 
have to direct a ligand to an active site, but the system finds an optimal 
position after a ligand is placed in a random manner. Synthesized derivs. 
Of the intact inhibitor (inhl) of HIV protease were investigated for their 
docking modes as compared with their Ki values. Among the derivs., 
inh3trans and inh6H were round to be more powerful inhibitors of HIV 
protease than the others. Gibbs free energy calculated by applying mo), 
mechanics interaction energies was compared with the one obtained by using 
exptl. inhibitory potencies for a series of hiv protease inhibitors, and a 
fairly good correlation was found between the two. Based on this 
favorable correlationship between the computational and the exptl. 
results, the computational expts. were pursued for the compds . drawn by 
Sybyl taking into consideration the fact that unexploited carbon affinity 
regions (or hydrophobic regions) with sizable volume were detected on the 
docking study of inhl and inhs against HIV protease. Those were compds. 
with a t-Bu substituted by various hydrophobic side chains. Among those a 
compound with a benzyl group exhibited the lowest docking energy. Since one 
of the goals of this paper was to perform the computational drug-design 
experiment to investigate potential HIV protease inhibitors, the authors would 
like to leave the Clin, investigational work for the expertise of those 
areas . 

IT 191851-38-4 433709-59-2 

RL: PRP (Properties); THU (Therapeutic use)/ BIOL (Biological study); USES 
(Uses) 

(docking mode of HIV protease and their inhibitors) 
RN 191B51-3B-4 CAPMJS 

CH L-Glutamine, (451 - 1- [1 , 2 -dioxo-4 -phenyl - 3 - J ( (pheny lmethoxy ) carbonyl ) amino! 
butyl] -4- (pheny lmethoxy) -L-prolyl -L- isoleucyl - , 1, 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Absolute stereochemistry. 
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CODEN : 

Patent 
English 



KIND 



DATE 
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DATE 



Bl 20011023 US 1998-136769 19980B19 

INFO.: US 1998-136769 19980819 

AB Substantially pure conopeptides containing y-carboxyglutaraic acid (Ola) 

are disclosed. Thus, 11 novel Gla -containing peptides were isolated from 
conus textile and partially characterized. Peptide PI 1.1 had the sequence 
H-Gla-Cys-Cys-Gla-Asp-Gly- <6-bromo-Trp) -Cys-Cys-Thr-Ala-Ala-HyPro-OH. 
Cys-2 and Cys-8 were disulfide bonded as were Cys-3 and Cys-9. GalNac-oal 
was attached to Thr-10. The activity of Pii.l on a cholinergic synapse of 
a buccal ganglio was studied. The presynaptic Ca2* current was decreased 
which resulted in a decreased ACh release. Pll.l had no effect on 
postsynaptic ACh receptors. 

IT 367965-83-1 

RL,: boc (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 
(conopeptide P12.3; conopeptides of ConuB textile) 

RN 367965-83-1 CAPLUS 

CN L-Serine, L- seryl - L- cysteinyl - L- seryl - L- a-aspartyl -L- a- 

aspartyl -L-tryptophyl -L-glutaminyl - L- tyrosyl -L-cysteinyl -4 -carboxy-L- 
u-glutamyl ■ L-seryl - (4R) -4 -hydroxy-L- prolyl- L-threonyl-L- a- 
aspartyl -L-cysteinyl -L-cysteinyl -L-seryl-6-brooo- L-tryptophyl -L- o- 
aspartyl -L-cysteinyl -L- a-aspartyl -L-valyl-L-valyl -L-cysteinyl- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



RN 433709-59-2 CAPLUS 

CN Carbamic acid. 13- [ (2S) -4-methoxy-2- {[(1,1,2,2- 

tetramethyl propyl > amino) carbonyl ) - 1 • pyrrol idinyl) -2 , 3 -dioxo- 1- 
(phenylmethyl) propyl) - , pheny lmethyl ester (?ci) (CA INDEX NAME) 




PAGE l-c 



J ! 
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IT 367965-86-4 

RL; BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCO (Occurrence) 
(conopeptide P14.1; conopeptidea of conus textile) 
RN 367965-86-4 CAPLUS 

CM Glycine, L- leucyl - L- cysteinyl - (4 R> - 4 -hydroxy- L- prolyl - L- u-aspartyl - L- 
tyrosyl-L-threonyl-4-carboxy-L- "-glutamyl- (4R) -4 - hydroxy- L-prolyl -L- 
cysteinyl -L-seryl -L-histidyl-L-alanyl -L- hist idyl -4 -carboxy-L- u- 
glutamyl-L- cysteinyl - L- cyste inyl -L-seryl- 6 -bromo- L- tryptophyl - L- 
asparag inyl - L- cysteinyl -L- tyrosyl - L- asparaginylglycyl - L- hist idyl -L- 
cysteinyl-L-threonyl- <9CI> (CA index name) 

Absolute stereochemistry. 
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IT 367965-78-4 

RL. BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 
(conopeptide P6 . 1 , conopeptidea of Conus textile) 

RN 367965-78-4 CAPLUS 

CN Qlycinamide. L-arg inyl - (4R) -4 -hydroxy -L-prolyl -4 -carboxy-L- a- 

glutamyl - L- cysteinyl - L- cysteinyl -L-seryl -L- u-aspartyl -L-prolyl - L- 
arginyl -L- cyste inyl - L-asparaginyl - L-seryl -L-seryl -L- hist idyl -L-prolyl -4- 
carboxy-L-u-glutamyl - L- leucyl - L-cysteinyl - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2001074768 

WO 200107476B 
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Al 20031225 
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MAR PAT 135:289060 
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ML, MR. NH , SN, 
CA 2001-2405043 
AU 2001-51165 
EP 2001-924516 



AT. BB, CH. CY. 



20010329 
30010329 
20010329 



GR. IT, LI, LU, NL. SB. MC. 
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ES 2001-1924516 
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AU 2006-202124 
US 2000-194563P 
.US 2O0O-19S33OP 
WO 2001-US10367 



20010329 
20010329 
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" N ~CO- L-Val - L-Val - N 



yY y N — \ H jj 



CONH ,COCO-N 



AB Peptides 0-CO-A1-NHCHR1COCOR3 [Rl is Cl-6 alkyl or C2-6 alkenyl or 



alkynyl, optionally substituted by 1-4 halogen atoms and SH or OH at the 
terminal position; R3 is tun) subst ituted 1-aziridinyl or 1 -azet idinyl ; Al 
is a proline residue which may be substituted, e.g., by z-x- at the 
4-position, where X is 0, imino, CO, C02, etc. and z is H, alkyl, a cyclic 
ring system, etc.; 0 is OH. alkoxy, an amino group, etc.) were prepared as 
serine protease inhibitors, particularly as hepatitis C NS3 protease 
inhibitors. Thus, peptide I was prepared by solid-phase coupling using a 
THP resin and showed Ki < 1 mm tor inhibition of hepatitis c NS3 
protease . 

IT 364633-33-0P 364633-34-1P 364633-35-2P 
364633-36-3P 364633-37-4P 364633-38-5P 
364633-39-6P 364633-40-9P 364633-41-OP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
Study, unclassified),- SPN (Synthetic preparation),- THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); uses (Uses) 

(preparation of peptides as inhibitors of serine proteases, particularly 
hepatitis C virus NS3 protease) 
RN 364633-33-0 CAPLUS 

CN 2-Aziridinecarboxylic acid, N- (pyrazinylcarbonyl) -L-valyl -L-valyl - (4R) -4 - 
( ( (3, 4- di hydro- 2 (1H) - isoquinolinyl > carbonyl ) oxy ) -L- prolyl - (3S) -3 -amino- 2- 
oxohexanoyl - . methyl ester (9CI> (CA INDEX name) 

Absolute stereochemistry. 




O n-Pr O 0 



RN 364633-34-1 CAPLUS 

CN 2-Aziridinecarboxylic acid, N- (pyrazinylcarbonyl ) - L-valyl -L-valyl- (4R) - 4 - 
I [ (3 , 4 -dihydro-2 ( 1H) -isoquinolinyl ) carbonyl ] oxy] - L- prolyl - OS) - 3 -ami no- 2- 
oxohexanoyl- (9CD (ca index name) 

Absolute stereochemistry. 



i-Pr O 




RN 364633-35-2 CAPLUS 

CN 2-Aziridinecarboxylic acid, N- (pyrazinylcarbonyl ) -L-valyl -L-valyl- (4R) - 4 - 
1 1 (3, 4 -dihydro- 2 (1H> -isoquinolinyl ) carbonyl) oxy) -L-prolyl- 1 3S) - 3 - ami no- 2 • 
oxohexanoyl-. 1 , 1 -dimethylethy 1 ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 364633-36-3 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl) -L-valyl-L-valyl-N- [ (IS) -1- <1- 
aziridinyloxoacetyl) butyl 1-4- ( [ (3 , 4 -dihydro-2 UH) - 
isoquinolinyl (carbonyl) oxy] - . <4R>- <9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




O n-Pr O 



RN 364633-37-4 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl) -L-valyl-L- valyl-4- ( ( (3 , 4 - dihydro - 
2UH) -isoquinolinyl)carbonyl]oxy] -N- ((1S)-1- [ (2-methyl - 1- 
aziridinyl)oxoacetyl]butyl] -, (4R) - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




o n-Pr 0 



RN 364633-38-5 CAPLUS 

CN L-Prolinamide, N- (pyra ziny lcarbonyl > - L-valyl - L- valyl-4 - 1 1 (3 . 4 -dihydro- 
2 (1H) -isoquinolinyl)carbonyl)oxy] -ft- \ (IS) -1- (oxo(2-phenyl-l- 
aziridinyl) acetyl) butyl) -. (4R)- oci) (ca INDEX NAME) 

Absolute stereochemistry. 



f^V^] 0 n-Pr O 

n v N_ , Q n 



f ' O |1 



364633-39-6 CAPLUS 

L-Prolinamide, N- (pyraz iny lea rbony 1 ) -L-valyl - L-valyl -N- I (IS) -1- (1- 
azetidinyloxoacetyllbutyl] -4-11 (3,4 -di hydro- 2 (1H> - 
isoquinol inyl) carbonyl ]oxy] - , MR)- <9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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RN 364633-40-9 CAPLUS 

CN 2-Azet idinecarboxyl ic acid, N- (pyraz inyl carbonyl ) -L-valyl -L-valyl - (4R) -4- 
l ( (3, 4 -di hydro- 2 UH> -isoquinol inyl > carbonyl )oxy) -L-prolyl- (3S) -3 -amino- 2- 
oxohexanoyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



li ii 

O n-Pr O 

RN 364633-41-0 CAPLUS 

CM L-Prolinamide. N- ( pyraz inyl carbonyl ) -L-valyl-L-valyl-4- [ ( (3,4 -dihydro- 
2 (1H) - isoquinol inyl ) carbonyl 1 oxyl -N- ( (IS) - 1- [oxo (3 - phenoxy- 1 - 
azetidinyUacetyllbutyl] - , <4R> - (9CI) (CA INDEX name) 

Absolute stereochemistry. 
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Development of a synthetic cyclized peptide derived 
from a- fetoprotein that prevents the growth of 
human breast cancer 

Meg fin, P. B . , Andersen, T. T.i Jacobson, H. I.i Zhu, 
S.; Bennett, J. A. 

Center for Immunology and Microbial Diseases, Albany 
Medical College, Albany. NY, 12 208, USA 
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CODEN: JPERFA; ISSN: 1397-002X 
Munksgaard International Publishers Ltd. 
Journal 
English 

derived from alpha- fetoprotein, inhibits 
estrogen -stimulated growth of immature mouse uterus and estrogen- dependent 
proliferation of human breast cancer cells. However, the biol. activities 
of the peptide diminish over time in storage, even when in the lyophillzed 
state, probably because of peptide aggregation through hydrophobic 
interaction among monomers. Two analogs of EKTPVNPG were designed with 
the intent of minimizing aggregation and retaining biol. activity during 
prolonged storage. emtovnog, where o is 4 -hydroxyproline, is a linear 
peptide generated by substituting 4 - hydroxyprol i ne for the two prolines, 
thereby increasing peptide hydrophi 1 icity . This analog exhibited a 
dose-dependent inhibition of estrogen-stimulated growth of immature mouse 
uterus similar to that of EMTPVNPG (maximal activity at 1 ug/mouse) . A 
second analog, cyclo- (EMTOVNOGQ) , a hydrophilic, cyclic analog with 
increased conformational - constraint , was, as potent as the other peptides 
in its inhibition of estrogen -dependent growth of immature mouse uterus, 
and had an expanded ED range. Both linear and cyclized 
hydroxyprol ine- subst ituted analogs exhibited indefinite shelf -life. 
Furthermore, both analogs inhibited the estrogen -dependent growth of mcf-7 
human breast cancer growing as a xenograft in SCID nice. These analogs 
may become significant, novel agents for the treatment of breast cancer. 

393827-71-9P 

RL; PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(development of a synthetic cyclized peptide derived from 
<*- fetoprotein that prevents the growth of human breast cancer) 

393827-71-9 CAPLUS 

Glycine, L-u-glutamy 1 - L- methionyl - L-threonyl - (4R) - 4 -hydroxy- L-prolyl - 
L-vaLyl-L-asparaginyl- (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Al 20020801 

B2 20050118 

A2 20021211 

DE. DK. BS. FR, OB 

LV, FI. CY. TR 
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OTHER SOURCE(S): MAR PAT 135:273218 

AB This invention is directed to antineoplastic agents conjugated to 

enzyme-cleavable peptides comprising the amino acid recognition sequence 
of a membrane -bound and/or cell -secreted peptidase. The conjugated 
compds. are for use as chemotherapeutic agents in the targeted treatment 
of cancers. claimed peptide sequences include cap-Paa-Xa2-oiy-xpi-Laa, 
where cap is an N-terminus group R, Xa4 or R-Xa4 (R is an amino capping 
group, Xa4 is an amino acid). Paa is Pro. 4 - hydroxyproline (Hyp), 
2-carboxyazetidine (Aze) . homo-Pro- cyclohexyl glycine (Chg) , 
4 - f luorophenylalanine (Fph) , nipecotic acid (Npa) , 4- 

thiazol idinecarboxyl i c acid (Tzc) , or proline mimetic Xa2 is an amino 
acid; Xpl is is an amino acid wherein -Gly-Xpl- or -Sar-Xpl form a bond 
cleavable by a matrixin, Laa is an amino acid, e.g.. Leu, lie, Nle, 
fi-homo-Leu. homoleucine, homoserine, Ala and cyclohexylalanine . 
Thus, peptide conjugate Ac- PLGLYL- Dox (Dox • doxorubicin) was prepared by 
the solid phase method and evaluated for stability in blood and cleavage 
with MMPs and neprilysin. 

IT 360779-66-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL [Biological study),- PREP (Preparation); USES (Uses) 

(preparation of antineoplastic agents conjugated to enzyme-cleavable 

peptides) 

RN 3 607-79-66-4 CAPLUS 

CN 5, 12-Naphthacenedione, 10- ( (3- 1 1 (4R) - 1 -acetyl -4 - hydroxy- L-prolyl-L- 
leucylglycyl - L- leucyl - L- leucyl ) amino] -2, 3 , 6- trideoxy- a-L-lyxo- 
hexopyranosyl] oxy] -7,e,9, 10 - tetrahydro- 6 , 9. 11 - trihydroxy- 8- (hydroxyacetyl > - 
1-methoxy-, <BS,10S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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20010920 DB 2000-10013 294 
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The invention relates to ion channel forming peptaibols from fungi, which 
represent a novel class Of highly effective elicitors of the secondary 
metabolism of plants, the coiling of touch -sensiti ve tendrils and the induced 
resistance to harmful fungi, bacteria, viruses, nematodes and insects. 
18H78-8; -o, Bergofungin A 245670-50-2, Bergofungin 8 
245670-52-4, Bergofungin C 

RL: AGR (Agricultural use); BIOL (Biological study); USES (Uses) 

(ion-channel -forming agent as pest- resistance inducers in plants* 
181478-82-0 CAPLUS 
Bergofungin a <9CI> (ca index name) 



Absolute stereochemistry. 



Rotation (♦ ) . 



RN 245670-50-2 CAPLUS 

CN Bergofungin B <9Cl) (CA INDEX NAME) 
Absolute stereochemistry. Rotation <♦) . 
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CN Bergofungin C (9CI) <CA INDEX NAME I 



Absolute stereochemistry. Rotation (-). 
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AS A new radical cyclization reaction of unsatd. amino acid derivs. is 
presented. The reaction is induced by photoelectron transfer (PET) 
catalysis and proceeds, in comparison to commonly applied methods, under 
mild, nonoxidizing, and nontoxic conditions in neutral medium. This type 
of radical cyclization reaction can be used in peptide chemical for inducing 
structural changes in peptides. For example, allylglycinate derivative 
( 2s) -TMSCH2NHCH (CH2CH : CH2 ) C02Me was reacted Fmoc-Phe-OH in the presence of 
l-hydroxy-7-azabenzotriazole, diisopropyl carbodiimide and 
diisopropylethylamine (DIEA) in MeCN to give the dipeptide 
Fmoc-Phe-N(CH2TMS)CH(CH2CH:CH2)C02Me in 75% yield. Next, the dipeptide 
(0.1-0.4 mmol/L) in MeOH/MeCN (2:3, 50 mL) was combined with 20 mol% of 
9, 10-anthracenedicarbonitrile and 30 mol% of biphenyl in a loo mL Schlenk 
tube, the reaction mixture was purged for 10 min with Ar, and then, was 
irradiated for 60-80 min under Ar to give the cyclized amino acid-containing 
dipeptide I in 51% yield. 

IT 375394-47-lp 

RL : SPN (Synthetic preparation) ; PREP (Preparation) 

(radical -based cyclization. via photoinduced electron cranster, of 

unsatd. amino acids for preparing cyclic amino acids and peptides containing 

cyclic amino acids) 

RN 315394-47-1 CAPLUS 

CN L-Leucinamide, N- | (9H- fluoren- 9 -yl me thoxy) carbonyl ] -L- leucyl - 4 -methyl - L- 
prolyl-L-leucyl-L-leucyl-L-leucyl- (9CD (CA INDEX NAME) 
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Cyclic peptides are excellent tools to investigate the functional and 
spatial requirements for ligands to bind to a given target. In this paper 
we report the synthesis ot a library of cyclic hexapeptides, designed to 
be selectin antagonists. Based on mol . modeling calcns., these peptides 
contain a hydroxyproline building block that serves also as the point of 
attachment to the solid phase. A modified THP linker has been prepared to 
bind the hydroxy group of this amino acid to aminomethyl Syn Phase 
Lanterns. Amino acids of the D- and L-series are used and their effect on 
the cyclization step is also investigated. 
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RL: CPN (Combinatorial preparation); CRT (Combinatorial reactant); RCT 
(Reactant),- cmbi (Combinatorial study); PREP (Preparation); RACT (Reactant 
or reagent) 

(sol id- phase synthesis of hydroxyprol ine-based cyclic hexapeptides) 

RN 378783-39-2 CAPLUS 

CN L-Aspartic acid, N- [ (9H- f luoren-9-ylmethoxy) carbonyl J glycyl-L-phenylalanyl- 
L-lysyl-L-u-glutamyl- (4R) -4- 1 16- [ (carboxymethoxy) methyl] tetrahydro- 
2H-pyran-2-yl]oxy) -L-prolyl - , 61- (2-propenyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L-Lysine, N- I <9H-fluoren-9-ylmethoxy>carbonyl)glycyl-L-pbenylalanyl-L- 
lysyl-L-n-glutamyl- (4R> -4- ( [6- { (carboxymethoxy ) methyl ] tetra hydro- 2H - 
pyran-2-yl)oxyl -L-prolyl- , 6 - ( 2 - propeny 1 1 ester (9CI) (CA INDEX NAME) 
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RN 378783-43-8 CAPLUS 

CN L-Aspartic acid, N- I (9H- f luoren- 9-y lmethoxy) carbonyl) glycyl -L-phenylalanyl- 
L- lysyl-D -^-glutamyl - (4R) -4- I (6- [ (carboxymethoxy > methyl 1 tetrahydro- 
2H-pyran-2-yl)oxy) -L-prolyl- , 61 - (2 -propenyl ) ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 37B783-4 5-0 CAPLUS 

CN L-Lysino. N- I { 9H - f 1 uoren - 9 - ylmet hoxy > car bony 1 1 glycy 1 - L-phenyla lany 1 - L- 
lysyl-D-u-glutamyl- (4R) -4- [ 16- [ (carboxymethoxy } methyl ) tetrahydro- 2H- 
pyran-2-yl!oxyl -L-prolyl- , 6- <2-propenyl ) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Aspartic acid, N- [( 9H- f 1 uoren - 9 - ylmet hoxy) carbonyl ) glycyl - L- phenyls lanyl - 
D-lysyl - L- u-glutamyl - (4R) -4- { [6- ( (carboxyraet hoxy) methyl ) tetrahydro- 
2H-pyran-2-yl|oxy) -L-prolyl- . 61 - (2 -propenyl > eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Lysine, N- I <9H- f luoren- 9- ylmet hoxy) carbonyl] glycyl -L-phenylalanyl -D- 
lysyl-L-n-glutamyl- MR) -4- { (6- I (carboxymethoxy) methyl] tet rahydro- 2H - 
pyran- 2 -yljoxy) -L-prolyl-, 6 -< 2 -propenyl ) ester (9CI) (CA INDEX NAME) 
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CN L-Aspartic acid, N- I ( 9H - f luoren- 9-yltnet hoxy) carbonyl ) glycyl - L-phenylalanyl - 
D-lysyl - D- <« -glutamyl - (4R) -4 - I [6- ( (carboxymethoxy) methyl] tetrahydro- 
2H-pyran-2-yl]oxy] -L-prolyl-. 6 1 -( 2 -propenyl ) ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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CN L- Lysine , N- I (9H- f luoren- 9 • ylmet hoxy)carbonyl ) glycyl -L-phenylalanyl - D- 
lyayl -D- "-glutamyl - (4R) -4 - [(6- f (carboxymethoxy) methyl ] tet ra hydro- 2H - 
pyran-2-yl)oxy) -L-prolyl- , 6 - < 2 - propenyl ) ester (9CI) (ca index name) 

Absolute stereochemistry. 
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RN 378783-62-9 CAPLUS 

CN L-Aspartic acid, g lycyl - L- phenyl a 1 anyl - L- lysyl -L- a-glutatnyl - (4R) -4 
1(6-1 (carboxymethoxy) methyl] tetrahydro- 2H-pyran- 2 -yl ) oxy) -L-prolyl - 
61- (2-propenyl) ester <9Ci) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 378783-54-1 CAPLUS 

CN L-Lysine, g lycyl - L- pheny la lanyl - L- lysyl -L- u-glutamyl - (4R) -4 - | (6- 
I (carboxyrtiethoxy)methyl] tetrahydro- 2H-pyran- 2 -yl] oxy] -L- prolyl- . 
6- (2-propenyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Aspartic acid, glycyl -L- phenyl a lanyl -L- lysyl-D- u-glutamy! - <4R) -4 - 
I [6- [ (carboxymethoxy) methyl] tetrahydro- 2H-pyran - 2 -yl ] oxy) -L-prolyl- . 
«i- (2-propenyl) ester (9CI) (CA INDEX NAME) 




RN 378783-57-4 CAPLUS 

CN L-Lysine, glycyl - L-phenylalanyl - L- lysyl -D- a-glutaroyl -HR)-4-[(6- 
[ (carboxymethoxy)methyl) tetrahydro-2H-pyran-2-ylJ oxy] -L-prolyl-. 
6- (2-propenyl) ester <9CD (CA index name) 

Absolute stereochemistry. 
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CN L-Aspartic acid, glycyl -L-phenylalanyl -D- lysyl -L- a-glutamyl- (4R) -• 
[ 16- [ (carboxymethoxy) methyl J tetrahydro-2H-pyran-2-yl) oxy) -L-prolyl- 
61- (2-propenyl) ester (9CD (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 




RN 378783-60-9 CAPLUS 

CM L- Lysine. glycyl-L-phenylalanyl-D- lysyl-L- u-glutamyl - (4 R > - 4 - (16 - 
I ( ca r bo xymethoxy) methyl ) tetrahydro- 2H-pyran- 2-yl ) oxy) - L-prolyl- . 
6- (2-propenyl) ester OCT) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 3787B3-61-0 CAPLUS 

CN L-Aspartic acid, glycyl -L-phenylalanyl -D- lyayl -D- <i-glutamyl - (4 R ) -4 - 
I {6- t I carboxymethoxy) methyl ) tetrahydro- 2H - pyran- 2 - yl ] oxy ) - L-prolyl - . 
61- (2-propenyl) ester (9Ci) (ca index name) 

Absolute stereochemistry. 
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L- Lysine, glycyl-L-phenylalanyl-D- lysyl - D- a -glutamyl- 14R) - 4- I 16- 
I (carboxymethoxy)met hyl | tet rahydro- 2H -pyran - 2 -yl ) oxy) -L-prolyl- , 



6- (2-propenyl ) ester 
Absolute stereochemistry. 
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AB The present invention provides methods for identifying and isolating 

signaling mols., such as signaling mols. that interact with a plant celled 
membrane receptor mol . In the practice of the present invention, the 
ability of a sample of biol . material to induce a pH change in a liquid 
plant cell culture is used as an assay for the presence of one or more 
signaling mols. in the biol. material. 

IT 356533-51-2P 

RL: ANT (Analyte),- PUR (Purification or recovery) ,• ANST (Analytical 
study).- PREP (Preparation) 

(methods for identifying signaling mols.) 
RN 356S33-51-2 CAPLUS 

CN L- Proline. L-asparaginyl -L-arginyl - L- lysyl - L -prolyl -L- leucy 1 - L- seryl - MR) - 
4 -hydroxy - L-prolyl - <4R) -4 -hydroxy -L- prolyl -L- seryl - (4R) - 4 - hydroxy- L- proly 1 - 
L- lysyl-L- prolyl - L-alanyl -L- » -asparty lglycyl - L-glutaminyl- L-arginyl - 
(9CI) (CA INDEX NAME) 
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Enantioselective Synthesis of a Mitosane Core Assisted 
by Diversity-Based Catalyst Discovery 
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Afi Synthesis of (-) -mitosane I in optically pure form is reported, A 

retrosynthetic plan that proceeds through racemic allylic ale. II (R » OH) 
was carried out. Intermediate II served as a test substrate for a rapid 
screen of a small library (152 members) of peptide-based kinetic resolution 
catalysts. Peptide III was found to effect kinetic resolution with krel « 
27. Ale. II <R - p-OH) was then converted to optically pure I in 
eight steps. 

IT 36S222-98-6P 

RL: CAT (Catalyst use); PRP (Properties); SPN (Synthetic preparation); 
PREP (Preparation); USES (UaesI 

(enantioselective synthesis of a mitosane core assisted by 
diversity-based catalyst discovery) 
RN 365222-98-6 CAPLUS 

CN L-Alanine. N- 1 (1 , 1 -dimethy lethoxy > car bony 1 ] - 3 -methyl - L- hist idyl - (4R) -4- 

(1, 1- dimethy lethoxy) -L- prolyl -D-valyl-3 -cyclohexyl -L-alanyl - , methyl ester 

(SCI) (CA INDEX NAME) 
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AB The present invention relates to a nasal composition of phyaiol . active cyclic 
peptides and salts that are prepared by homogeneously dispersing an active 
cyclic peptide such as antifungal cyclic peptides (aerothricin, 
echinocandin analogs, pneumocandin analogs, and aureobasidin) , 
antibacterial cyclic peptides (e.g., vancomycin, daptomycin) , cyclosporin 
A, lanreotide. vapreotide. vasopressin antagonist and eptifibatide in a 
unique carrier. The powdery or crystalline carrier contains a water insol . 
polyvalent metal carrier, or organic carrier having a mean particle size of 
20-500 um, in the presence or absence of an absorption enhancer and by 
homogeneously adsorbing onto the carrier, and its use for therapeutic 
treatment of disease such as systemic fungal infections by intranasal 
administration. The composition can be nasally administered in a powder form. 
Thus, 20i mg Aerothricin 133 and 599 mg caC03 (mean particle size: 40-60 
urn) were mixed well. Then. 200 uL water was added, and mixing was 
continued until the mixture became a paste and the resulting pasty solid was 
freeze-dried at -50», and further dried at 300° for 3 h in 
vacuo. After large particles in the dry powder were broken into small 
particles. 8 mg of calcium stearate was added and the mixture was passed 
through 180-^m-mesh. Aerothricin 133 was synthesized by a series of 
steps. 
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RL: BOC (Biological occurrence); BSU (Biological study, unclassi tied) ,■ rct 
(Reactant); BIOL (Biological study),- OCCU (Occurrence); RACT (Reactant or 
reagent) 

(preparation of cyclic peptide compns . for nasal administration) 
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CN Threonine , va ly 1 - 4 - hydroxyprol y 1 threony 1 1 hreony 1 - 3 - hydroxypro 1 y 1 - 3 - 

hydroxyglutaminylglycylthreonylornithyl - <3R) - 3 - hydroxyhexadecanoy 1 - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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IT 256947-13-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of cyclic peptide compns. for nasal administration) 
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CN Ornithine, threonylalanyltyrosylvalyl -4 - hydroxyprolylthreonylthreonyl -3- 
hydroxyprolyl -3 -hydroxyglutaminylglycylthreonyl -N5- ((1.1- 
dimethylethoxylcarbonyl) - (9CI) (CA INDEX NAME) 

Currently available stereo shown. 
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256947-10-1P 256947-11-2P 256947-12-3P 

RL: RCT (Reactant ) .- SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclic peptide compns. for nasal administration) 
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Threonine, valyl -4 -hydroxyprolylthreonylthreonyl - 3 - hydroxyprolyl - 3 - 
hydroxyglutaminylglycylthreonylornithyl - (3R) - 3 - hydroxyhexadecanoy 1 * , 
monoltri f luoroacetate) (salt) (9CI> <CA INDEX NAME) 
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^ V V OH 

° H li } ^ 



(CH 2 ) 12 
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Absolute stereochemistry. 
Currently available stereo shown. 



F-C-C0 2 H 



RN 256947-11-2 CAPLUS 

CN Threonine, valyl - 4 - hydroxyprolyl threonylt hreonyl - 3 -hydroxyprolyl- 3 - 

hydroxyglutaminylglycylthreonyl -N5- ( ( 1 , 1 - dimethyl echoxy) carbonyl) ornithyl - 
!3R> -3-hydroxyhexadecanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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• <CH 2 ) 12 
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RN 256947-12-3 CAPLUS 

CN Threonine, N- I (1 , 1 -dimethylethoxy) carbonyl ) valyl -4 • 
hydroxyprolylthreonylthreonyl -3 - hydroxyprolyl -3 - 

hydroxyg 1 utam i nylglycylthreony lorn i thy 1- (3R) -3-hydroxyhexadecanoyl- 
(CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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<CH 2 >12 
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structure -activity relationships of novel peptides 
related to the antiarrhythmic peptide AAP10 which 
reduce the dispersion of epicardial action potential 
duration 

Grover, R . Dhein, s. 
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Peptides (New York, NY, United States) (2001). 22(7), 

1011-1021 
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AB we report the first study on short peptide structure-activity 

relationships (SAR) for the antiarrhythmic peptide AAP10 and its putative 
receptor. Synthetic improvements on the natural antiarrhythmic peptide 
AAPnat (H-Gly-Pro-Hyp-Gly-Ala-Oly) isolated from bovine atria led us to 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE 



the synthesis of our lead mol . AAPio (H-Gly-Ala-Gly-Hyp-Pro-Tyr-NH2) which 
reduces dispersion of epicardial potential duration and acta 
antiarrhythmically in isolated rabbit hearts. The aim of our study was to 
elucidate structure-activity relationships for AAPIO based on Langendorff 
expts . and mol. modeling. Mutation of the amino acid sequence led to 11 
different peptides which were tested analogous to the lead mol. Among 
these new synthetic peptides various including the cyclopeptide cAAPlORG, 
cyclo [CF3C (OH) -01 y- Ala -Gly-Hyp- Pro-Tyr ] showed promising activities, 
(supported by the DFO and Koln - Fortune ) . 
IT 366800-50-2 

RL: BAC (Biological activity or effector, except adverse) ,- Bsu (Biological 
study, unclassified) ,- PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study), USES (Uses) 

(structure-activity relationships of novel peptides related to 
antiarrhythmic peptide AAPIO which reduce dispersion of epicardial 
action potential duration) 
RN 36(800-50-2 CAPLUS 

CN L-Tyrosinamide. giycyl -L-alanylglycyl - MR) -4 -hydroxy- L- prol yl -L- isoleucyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



or" 
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INVENTOR (S) : 
PATENT ASSIGNEE <S) : 
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FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001 :416971 CAPLUS 
135: 19916 

Preparation of u-keto amide inhibitors of 
■hepatitis C virus NS3 protease 
Han, Wei 

Du Pont Pharmaceuticals Company, USA 

PCT Int. Appl . , 282 pp. 
C0DEN: PIXXD2 
Patent 
Engl ish 



KIND DATE 
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PL, RO, SG, 

RW: AT, BE, CH . 
PT, SE, TR 
CA 3390349 
US 20O212346B 
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BP 1252178 

R: AT, BE 



APPLICATION NO. 



Al 20010607 WO 2000-US32677 

CN, CZ, EE, HU, IL. IN. JP. KR, LT, LV, 

SI, SK, UA, VN, ZA. AM, AZ, BY. KO. KZ. 

CY, DE. DK. ES. FI . FR, GB, GR, IB, IT, 



MX. NO. NZ, 
MD, RU, TJ. TM 
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Al 



CH, 



20010607 
20020905 
20040810 
20021030 
DK, ES. FR. ■ 



IE, SI. LT. LV. PI. RO. CY, TR 



T 20030909 JP 2001-541017 20001201 

US 1999-168998P P 19991203 

WO 2000-US32677 W 20001201 

OTHER SOURCE (S): MAR PAT 135:19916 

AB Keto amide and keto ester compds. R9- A6-A5-A4 -A3 -A2 -nhcrir2COco-w-q (m - 
NH or 0,- Q ' substituted alkyl, alkenyl, or alkynyl or an amino acid 
residue; A2 is a bond, NHCH2C0 which may be C-substituted, an amino acid 
residue, or nrchrco, where NRCHR represents tetrahydropyrrole- 1, 2-diyl 
which may be substituted at the 4- and 5 -positions or hcxahydroindole- 1 , 2 - 
diyl,- A3 or A4 is a bond, NHCH2CO which may be C-substituted, or an amino 
acid residue, AS or A6 is a bond or an amino acid residue; Rl - H , F, or 
substituted alkyl, alkenyl, alkynyl, aryl. or cycloalkyl; R2 » H , F. 

alkyl; R9 - S(0)R9a, S02R9a, CfO)R9a, C(OJOR9a, C(0)NHR9a, alkyl-R9a. 

alkenyl -R9a, or alkynyl -R9a. where R9a > substituted alkyl, cycloalkyl, 
'aryl, or heterocyclyl] or stereoisomeric forms or pharmaceut ically 
acceptable salts were prepared as inhibitors of HCV NS3 protease. Thus, 
N- (2-pyra2inylcarbonyl ) - L- leucyl - L- isoleucyl - 3 -cyclohexyl -L-alanyl -2 -oxo- 
(3S) -3 -aminopentanoylglycine was prepared by a multistep sequence which 
includes peptide coupling reactions in solution Compds. of the invention 
exhibit ki values of 560 um, thereby confirming their utility as 
effective NS3 protease inhibitors. 
IT 342612-08-2P 342612-09-3P 342612-10-6P 
342612-11-7P 342612-12-8P 342612-13-9P 
342612-14-0P 342612-15- IP 342612-16-2P 
342612-17-3P 342612-1B-4P 342612-19-5P 
342612-20-8P 342612-21-9P 342612-22-0P 
342612-23-1P 342612-24-2P 342612-2S-3P 
342612-26-4P 342612-27-5P 342612-28-6P 
342612-29-7P 342612-34-4P 342612-3S-5P 
342612-36-6P 342612-37-7P 342612-38-8P 
342612-39-9P 342612-40-2P 342612-41-3P 
342612-42-4P 342612-43-5P 342612-44-6P 
342621-42-SP 342621-43-6P 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study), PREP (Preparation); USES (Uses) 

(preparation of >i-keto amide inhibitors of hepatitis C virus NS3 
protease) 
RN 342612-08-2 CAPLUS 

CN Glycine. N- (pyrazinylcarbonyl) - L- leucyl - L- isoleucyl - (4R) -4- (phenyl met hoxy) - 
L-prolyl • (3S> -3-amino-5. 5 -di f luoro- 2 -oxopentanoyl - . 1, 1-dimethyletbyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 3 4 2612-09-3 CAPLUS 

cn Glycine, N- (pyraz inyl carbonyl ) -L-leucyl -L-iooleucyl- (4R) -4- (phenylmethoxy) - 
L-prolyl - OS) -3-amino-S, 5-dif luoro- 2 -oxopentanoyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



rMe ^.Et o .^Ph 
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RN 342612-10-6 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl) -L- leucyl - L- isoleucyl - N- [ (IS) -1- 12,2- 
dif luoroethyl) - 2 , 3 -dioxo- 3 - ( 1 lH-tetrazol - 5 -ylmechyl ) amino] propyl) -4- 
( phenyl met hoxy) -, MR)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-11-7 CAPLUS 

CN L-prolinamide, N- (pyrazinylcarbonyl ) -L- leucyl -L- isoleucyl -N- t (is) -l- (2.2- 
dif luoroethyl ) - 3 -methoxy- 2 , 3 -dioxopropy 1 1 -4- (phenylmethoxy ) - . <4R) - (9CI) 
(CA INDEX NAME) . 

Absolute stereochemistry. 
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RN 342612-13-9 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L- leucyl -L- isoleucyl - (4R) -4- 

( phenyl met hoxy) -L-prolyl- OS) - 3 -amino- 5 , 5 -di f luoro- 2 -oxopentanoyl -N- I (S- 
carboxy-2-chlorophenyllsulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



il I h . II 



"I 1 1 



RN 342612-12-8 CAPLUS 

CN Olycinamide, N- (pyrazinylcarbonyl ) -L-leucyl -L- isoleucyl - (4R) -4 - 

(phenylmethoxy) -L-prolyl - OS) -3 -amino- b. S-dif luoro- 2 -oxopentanoyl - 
chlorophenyl Isulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



T 



RN 342612-14-0 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L- leucy 1 -L- isoleucy 1 - (4R) -4- 

(phenylmethoxy) -L-prolyl- (3S> -3-amino-5. 5-dif luoro-2-oxopentanoyl-N- I [5- 
(acetylamino) - 1, 3,4 -thiadiazol - 2 -y 1) sul f ony 1 ) • (9CI) (ca index name) 

Absolute stereochemistry. 



Y 

O ^ 
F2CH 



RN 342612-15-1 CAPLUS 

CN Olycinamide. N- (pyrazinylcarbonyl ) -L-leucyl - L- isoleucyl - MR) -4- 

( phenylmethoxy) - L-prolyl - (3S> - 3 -amino- 5 . 5 -di f luoro- 2 -oxopentanoyl - N- [(3,5- 
dichlorophenyl)sulfonylj - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



n 



RN 342612-16-2 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl ) -L-leucyl - L- i soleucy 1 - (4R) -4- 

(phenylmethoxy) -L-prolyl- (3S> -3-amino-5. 5-dif luoro-2-oxopentanoyl-N- (<3- 
methyl-5-nitrophenyl Jsulfonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-17-3 CAPLUS 

CN Glycinamide. N- (pyrazinylcarbonyl) - L- leucy 1 - L- isoleucy 1 - (4R) -4- 

( phenylmethoxy) -L-prolyl - <3S) -3 -amino- 5, 5-dif luoro-2-oxopentanoyl-N- 113- 
carboxy-4-chloro-2-fluorophenyl)sulfonylJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-18-4 CAPLUS 

CN Glycinamide. N- (pyrazinylcarbonyl) -L-leucyl - L- isoleucy 1 - (4R) -4- 

( phenylmethoxy) -L-prolyl- (3S) -3-amino 5, 5-dif luoro-2-oxopentanoyl -N- | [4- 
(acetylamino) - 3 -chlorophenyl ] sul f onyl 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-19-5 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L- 1 eucyl-L-i soleucy 1- (4R) -4- 

( phenylmethoxy) -L-prolyl- OS) -3 -amino -5, 5 -di f luoro- 2 -oxopentanoyl - N- 1 [3- 



l (benzoylamino)sulfonyl) - S- chlorophenyl ] sul fonyl J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-20-8 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L-leucyl -L- i soleucy 1- (4R1-4- 

( phenylmethoxy) -L-prolyl- <3S> -3-amino-s, s-di f luoro-2-oxopentanoyl-N- I (3- 
chloro-4 -methylphenyl isulfonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



U. si .0 P2CH 
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o 00 



RN 342612-21-9 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L-leucyl-L-isoleucyl- <4R) -4- 

(phenylmethoxy) -L-prolyl- (3S> -3 -amino- 5, 5-dif luoro- 2-oxopentanoyl -N- | (5- 
f<3-chlorobenzoyl)amino)-1.3,4-thiadiazol-2-yl]sulfonyl}- I9CI) (CA INDEX 
NAME) 

Absolute stereochemistry ■ 



PAGE 1-A 




RN 342612-22-0 CAPLUS 

CN Glycine, N- (pyrazinylcarbonyl) -L-leucyl-L-isoleucyl- (4R) -4- (phenylmethoxy) - 
L-prolyl- (3S> -3-amino-5, 5-dif luoro-2-oxopentanoyl - , methyl ester (9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 




OMe 



RN 342612-23-1 CAPLUS 

CN Glycinamide , N- (pyrazinylcarbonyl ) - L- 1 eucyl -L-isol eucyl- (4 R ) - 4 - 

(phenylmethoxy) -L-prolyl - <3S)-3-amino-5, 5 - di f 1 uoro- 2 - oxopentanoyl -N- 1 (2 , 4 - 
dichloro-5-methylphenyl) sul fonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




RN 34 2612-24-2 CAPLUS 

CN • Glycinamide, N- (pyrazinylcarbonyl) -L- leucyl - L- isoleucyl - (4R) - 4- 

( phenylmethoxy) -L-prolyl- <3S) -3-amino-5, 5-dif luoro-2-oxopentanoyl-N- I (3.4- 
di fluorophenyl) sul fonyl ] - (9Ci) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




RN 342612-25-3 CAPLUS 



CN Glycinamide, N- (pyrazinylcarbonyl ) - L- leucyl - L- isoleucyl - <4R) -4 - 

(phenyl me thoxy) -L-prolyl ■ <3S) -3 -ami no- S, 5-dif luoro- 2-oxopentanoyl -N- [ (3,4- 
dichlorophenyl ) sul fonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 F 2 CH^ 




RN 342612-2T-5 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl >- L- leucyl -L- isoleucyl - <4R) -4 - 

(phenylmethoxy) -L-prolyl- (3S) - 3 -amino- 5. 5-di f luoro- 2 -oxopentanoyl -N- f (3 - 
nitrophenyllsulfonyll- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 342612-26-4 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl > -L- leucyl -L- isoleucyl - (4R> -4- 

(phenylmethoxy) -L-prolyl- <3S) -3-amino-5, 5-di f luoro- 2 -oxopentanoyl -N- I (4 - 
(3.5-dimethyl-l-piperidinyl) - 3-nitrophenyl] sul fonyl } - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-A 
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RN 342612-2B-6 CAPLUS 

CN Glycinamide, N- (pyrazinylcarbonyl) -L- leucyl -L-isoleucyl- (4R) -4- 

(phenylmethoxy) -L-prolyl- (38) -3-amino-S, 5-dif luoro- 2 -oxopentanoyl -N- 1(5- 
{ (l-oxohexyl) amino] -1,3,4 -thiadiazol -2-yl J sulfonyll - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 34 2612-34-4 CAPLUS 

CN Li- Prol i namide , N- 1 15- (4 -chloropheny 1 ) -2- furanyl Icarbonyl) - L- i ooleucyl - N- 
1 (IS) -1- (2,2-difluoroethyl> - 2 , 3 -dioxo- 3 - [ UH-tetrazol-S- 
ylmethy 1 > ami no) propyl ] - 4 - tphenylmethoxy) - . (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 34 2612-29-7 CAPLUS 

CN Glycinamide, N- (pyraziny Icarbonyl ) -L- leucyl-L- isoleucyl - (4R) -4- 

(phenylmethoxy) -L-prolyl- (3S) -3-amino-5, 5 -di f luoro- 2 -oxopentanoyl - N- ( (5- 
carboxy- 2 , 4 -dichlorophenyl ) sul fonyl ) - (9CI) (CA INDEX name ) 

Absolute stereochemistry. 



PAGE 1-A 
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RN 342612-35-5 CAPLUS 

CN L-Prolinamide, N- [ ( 9 - oxo - 9H - f 1 uoren -.1 - yl ) carbonyl J -L-isoleucyl-N- [(IS) -1- 
(2, 2-difluoroethyl) - 2 , 3 -dioxo- 3 - [ (lH-tetrazol- S-ylnethyl) amino) propyl) -4- 
< phenyl met hoxy) (4R> - (9CI) ICA INDEX NAME) 

Absolute stereochemistry. 




RN 342612-36-6 CAPLUS 

CN Glycine, N- [ (9-oxo- 9H- f J uoren- 1 - yl > carbonyl ) -L- i ooleucyl - MR) -4 - 

(phenylmethoxy) -L-prolyl - (3S) -3-amino-5, 5 -dif luoro- 2 -oxopentanoyl-. 
1, l-diroethylethyl ester (9CI) (CA INDEX NAMB) 



Absolute stereochemistry. 




RN 342612 -JT-7 CAPLUS 

CN Glycine. N- I <9-oxo-»H-f luoren- 1-yl) carbonyl ) -L-isoleucyl- <4R> -4- 

(phenylmethoxy) -L-prolyl - (35) -3 -amino- 5, 5 -dif luoro- 2 -oxopentanoyl - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 342612-39-6 CAPLUS 

CN Olycinamide, N- 1 (9-oxo-9H- f luoren- 1 -yl ) carbonyl ) - L- isoleucy 1 - (4R) -4- 

(phenylmethoxy) -L-prolyl- (3S> - 3 -amino- 5, 5-di f 1 uoro- 2 -oxopentanoyl -N- [ (5- 
(acetyUmino)-l,3,4-thiadiazol-2-yl]sulfonyl)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 





RN 342612-39-9 CAPLUS 

CN Glycinamide, N- I ( 9 -oxo- 9H- f luoren - 1 -yl ) carbonyl ) - L- isoleucy 1 - (4R) -4 - 

(phenylmethoxy) -L-prolyl - (3S> - 3 -amino- 5, 5-di f luoro- 2 -oxopentanoyl -N- t [5- 
[ (l-oxohexyl) amino) -1. 3 . 4 -thiadiazol - 2 -yl | sul fonyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-A 




CN Glycinamide. N- ( (9 -oxo- 9H- f J uoren- 1 -yl ) carbonyl J -L- isoleucyl - <«R> •*- 

(phenylmethoxy) -L-prolyl - <3S) -3 -amino-5, 5-dif luoro- 2- oxopentanoyl -N- I [S- 
l(4-ethylbensoyl)amino)-l,3.4-thiadia*ol-2-yl1suieonyll- (9C1) (CA INDEX 
NAME) 



Absolute stereochemistry. 




RN 942612-40-2 CAPLUS 

CN Glycinamide, N- { (9 - oxo - 9H - f luoren- 1 - y 1 ) carbonyl J - L- isoleucyl - (4R> -4- 

(phenylmethoxy) -L-prolyl - <3S> -3 -amino- S. 5-di f luoro- 2 -oxopentanoyl -N- I [5- 
((4-chlorobenzoyl>aminol-i,3,4-thiadiazol-2-yl]sulfonylJ- (9CI) <CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 342612-42-4 CAPLUS 

CN Glycinamide, N- Its- (4 - chlorophenyl ) -2- furanyl] carbonyl) -L- isoleucyl- (4R) -4- 
( phenylmethoxy) -L-prolyl- OS) -3-amino-5. 5-dif luoro- 2-oxopentanoyl-N- [ (S- 
(acetylamino) -1 , 3 , 4 -thiadiazol -2-yl) sulfonyl) - (9CII (CA INDEX NAME) 

Absolute stereochemistry. 




or 



PAGE 1-0 



NHAC 




O 



RN 342612-43-5 CAPLUS 

CN Olycinamide. N- I [5- (4 - chlorophenyl ) - 2 - furanyl ) carbonyl ] -L- isoleucyl - (4R) -4 - 
(phenylmethoxy) -L-prolyl- (3S) -3-amino-5. 5 -di f luoro- 2 -oxopent anoyl - N- ( 15- 
[ (3-chlorobenzoyl)amino) -1 . 3 ,4-thiadia2oI-2-yl]sulfonyl] - (9CD (CA INDEX 

NAME) 

Absolute stereochemistry. 
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RN 342612-44-6 CAPLUS 

CN Glycinamide. N-l|5- (4 - chlorophenyl ) -2 - furanyl J carbonyl ] - L- i soleucyl - (4R) -4- 
( phenylmethoxy) - L-prolyl- <3S> -3- amino-5, 5-di f luoro- 2 -oxopent anoyl -N- C 1 1 . 1 * - 
biphenyU • 3 - ylsul f ony 1 1 - <9CI) (CA INDEX NAME) 



RN 342621-42-5 CAPLUS 

CN Qlycine, N- ( (5- (4 -chlorophenyl > - 2 - furanyl J carbonyl J -L- isoleucyl- <4R) -4- 
(phenylmethoxy) -L-prolyl - (3S) -3-amino-5, 5-di f luoro-2 -oxopentanoyl - , 
1, l-dimethylethyl ester <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 342621-43-6 CAPLUS 

CN Glycine, N- I (5- [4 - chlorophenyl ) -2- furanyl ) carbonyl] -L-isoleucyl- (4R> -4- 

(phenylmethoxy) -L-prolyl- (3S> -3-amino-5, 5-dif luoro- 2 -oxopentanoyl - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



J J, 1 . r\ 



Me Et 




IT 342613-00-7P 342613-01-BP 

RL: RCT (Reactant) ,- SPN (Synthetic preparation); PREP (Preparation* ; 
(Reactant or reagent) 

(preparation of fi-keto amide inhibitors of hepatitis c virus NS3 
protease) 
RN 342613-00-7 CAPLUS 

CN L-glycero-Pentonic acid, 3.4, 5- trideoxy- 5, 5- di f luoro- 3 - I (N- 

(pyra z i nyl car bony 1 > -L-leucyl -L-isoleucyl - (4R) -4- (phenylmethoxy > -L- 
prolyllaminol - , methyl ester, <2^>- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H l| 



X 



RN 342613-01-8 CAPLUS 

CN L-glycero- Pentonic acid, 3 , 4 , 5-trideoxy-s, s-dif luoro-3- [ (n- 

(pyrazinylcarbonyl ) - L- leucy 1 -L- isoleucy 1 - (4R) -4- (phenylmethoxy) - L- 
prolyllamino) -. (21;)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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A novel 2H-azirin-3-amine as a dipeptide (Aib-Hyp) 



CORPORATE SOURCE: 

SOURCE ■ 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 



synthon 

Breitenmoser , Roland A.,- Hirt, Thomas R.i Uiykx, 
Roeland T. N . ,- Heimgartner , Heinz 

Organisch-chemisches Institut der Uni vers i tat Zurich, 
Zurich, CH-8057, Switz. 

Helvetica chimica Acta (2001), 84(4), 972-979 
CODEN: HCACAV; ISSN : 0018-019X 
Verlag Helvetica chimica Acta 
Journal 
Engl ish 

CASREACT 135:122747 
The synthesis of Me (2S.4R) -4- (benzyloxy) -N- (2 , 2 -dimethyl -2H-azirin-3- 
yDprolinace (1), a novel 2H -azirin- 3 -amine ( *3 -amino- 2H-azirine* ) , io 
described. The reaction of Me (2S, 4R) -N- (2-methylpropanoyl) -4- 
(benzyloxy) prolinate with Lawesson reagent gave Me (2S.4R) -4- (benzyloxy) -N- 
(2- (methylthio) propanoyl ) prolinate and consecutive treatment with COC12. 
l,4-diazabicyclo[2 . 2.21octane (DABCO) , and NaN3 led to X. The use of 1 as 
a building block of the dipeptide Aib-Hyp (Aib - 2-aminoisobutyric acid. 
Hyp - (2S.4R) -4-hydroxyproline) is demonstrated by the syntheses of 
several model peptides. The benzyl protecting group of the 4 -OH function 
in Hyp in the model peptides has been removed in good yields. 

IT 351356-45-1P 

RL: RCT (Reactant),- spn (Synthetic preparation); PRBP (Preparation); RACT 
(Reactant or reagent) 

(preparation and using of 2H-azirin-3 -amine as synthon for peptide 

synthesis) 
RN 351356-45-1 CAPLUS 

CN L- valine, N- [ ( 1 , 1 -dimethylethoxy) carbonyl ) -L-alanyl-2-methylalanyl- <4R) -4- 
(phenylmethoxy) -L-prolyl- , methyl ester <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



t-BuO NH 




IT 3S1356-60-0P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation and using of 2H- azirin -3 -amine as synthon for peptide 
synthesis) 

RN 3 513 56-60-0 CAPLUS 

CN L-Valine, N- [ (1, 1 -dimethylethoxy ) carbonyl) - L-alanyl - 2-methylalanyl- (4R)-4- 
hydroxy-L-prolyl- , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT NUMBER ; 135:30B980 

TITLE : Microbiological and densito 

peptides in liposomes 

Ricci, M . ; Tuttobello, L.; Luca, G . ; Rossi. C. 
Department of Chimica e Tecnologia del Farmaco, 
Universita degli Studi, Perugia, 06123, Italy 
Journal of Pharmaceutical and Biomedical Analysis 
(2001). 25(5-6), 903-912 
CODEN: JPBADA; ISSN: 0731-7085 

Elsevier Science B.v. 
Journal 
Engl ish 

Quant, determination of Leuci nostat ins and/or of similar peptides, such as 
Peptaibols. is sometimes quite difficult to perform especially when they are 
entrapped in vectors, i.e. liposomes, whose components display UV 
absorbances that may obscure those of the active principle. Therefore, in 
these cases, it is useful to find alternative ways, especially when high 
pressure liquid chromatog. (HPLO is difficult to perform or needs long 
procedure times. In the present paper, the use of microbiol . and 
densitometric methods for quant, anal, of Leucinostatin A (Leu-A) are 
described and the results compared with those from HPLC analyses. The use 
of microbiol. and densitometric assays, furnished results comparable with 
those obtained by HPLC . Of the two methods used, the microbiol. procedure 
appeared to be less accurate and precise. 
76600-38-9, Leucinostatin A 76663-52-0, Leucinostatin 8 
100349-85-7, Leucinostatin P 10B426-90-0, Leucinostatin 
D 109539-57-3, Leucinostatin K 109539-58-4. 
Leucinostatin H 110483-B8-0, Leucinostatin c 
RL: ANT (Analyte); ANST (Analytical study) 

(microbiol. and densitometric TLC analyses for peptides in liposomes) 
76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 
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RN 100349-85-1 CAPL.US 

CN Leucinostatin F <9CI! <CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Leucinostatin H <9CI> (CA INDEX NAME) 



Et-CH-CH CH C 



0 MB O 

II I 1! 

C-NH-C-C- U 

1 I 
R Me 



C NH" CH" CH- Pr- 



CH- CH2-CH- CH2~ CH-CH2-C- Et 



O Me O Me O O Me 

li ; ,i i ti ii i 

C NH-C- C-NH-C- C-NH-CH2-CH2-C-NH- CH~ - 



C— NH - CH - Bu - i 



O Me O O Me O Me O 

I! II ! li I 11 

Me" N CH2 CH - NH- C - CH2" CH2- NH- C-C- NH-C- C-NH-C 



i-Bu- CH-NH-C 
I 

i-Bu-CH- 
Me O 

i II 
Et-CH-CH— CH-C 



P" 



PAGE 1-B 



PAGE 1-B 



O Me 0 

II I II 
-C-C-NH- C 



0=C-NH-CH -CH- Pr-i 



— NH-CH • Bu-i 



REPERENCE COUNT: 



Et-CH- CH — CH-C 



I I 



C- NH- CH-CH" Pr-i 



, a ; 11 

•^C-NH CH-CH 2 "CH- CH 2 ~ CH- CH 2 ~ C- Et 



O Me 0 Me O O Me 

II II! I II II I 

C-NH-C- C-NH-C- C-MH-CH2-CH2-C-HH-CH" 



I II ! 

-C-C-NH- CH- 
I 



C- NH-CH- Bu-i 



1,6 ANSWER 189 OF 551 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE; 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE: 



CAPLUS COPYRIGHT 3007 ACS on STN 
2001:3 19364 CAPLUS 
135: 102007 

A feature based pharmacophore for Candida albicans 
MyristoylCoA: protein N- myr is toy It rang f erase 

inhibitors 

Karki, Rajeshri O., Kulkarni, Vithal M. 
Department of Chemical Technology, Pharmaceutical 
Division, University of Mumbai, Muobai, 400019, India 
European Journal of Medicinal Chemistry (2001), 36(3), 

147-163 

CODEN : EJMCA5; ISSN: 0223-5334 
Editions Scientif iques et Medicales Elsevier 
Journal 
English 

A three r dimensional pharmacophore model has been generated for Candida 
albicans MyristoylCoA : protein N-myristoyl transferase (NMT) inhibitors, 
using the software program CATALYST. The in vitro NMT inhibitory activity 
of a series of peptidic inhibitors was used for pharmacophore generation. 
The effect of altering the control parameters and feature selection was 
studied to arrive at the pharmacophore model. The selection of the beat 
hypothesis model was based on the total cost, predictive ability, 
difference in the cost from the null hypothesis and alignment of the 
training set compds . on to the hypothesis. The pharmacophore model 
selected has four features: one hydrophobic, two hydrogen bond acceptor 
and one pos . ionizable function. Groups identified as necessary by 
scanning alanine mutagenesis studies of the peptidic substrate of C. 
albicans NMT, have been identified as pharmacophore features. Comparison 
of the ligand binding with .the enzyme in the crystal structure of NMT and 
that proposed by the pharmacophore is consistent. The pharmacophore thus 
generated can be used as a template for designing non-peptidic inhibitors 
of NMT. 

IT 350504-51-7 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BIOL (Biological study) 

(a feature based pharmacophore for Candida albicans myristoylCoA: 
protein N-myristoyltransferase inhibitors) 
RN 350504-51-7 CAPLUS 

CN L-Lysinamide, (4R) -1- (11 -amino- 1 -oxoundecyl ) -4 -hydroxy- L- prolyl - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Syntheses and activity of u-conotoxin analogs with 
a modified amino acid 

Nakamura, Mitsuhiro,- Ishida, Yukisato; Kohno, 
Toshiyuki; Sato, Kazuki; Nakamura, Hideshi 
Graduate School of Bioagri cultural Sciences. Nagoya 
University. Nagoya, 464-8601, Japan 

Peptide Science (2001), Volume Date 2000, 37th, 85-88 

CODEN: PSCIF0; ISSN: 1344-7661 

Japanese Peptide Society 
Journal 
English 

A symposium report of the authors* work. u-conotoxin GIIIA 
preferentially blocks skeletal muscle sodium channels by binding at an 
outer vestibule of ion channel thorough both electrostatic and 
non-electrostatic interaction between pos. charged giiia amino acids and 
neg. charged channel portions, we synthesized analogs of giiia in which 
Thr-5 was replaced with Cys or Lys (biotinyl ) . The (Cys5) GIIIA analog 
allowed us to introduce various types of tags into GIIIA for studying the 
funnel-shaped structure of outer vestibule of muscle skeletal sodium 
channel. The inhibitory activity of giiia was modulated with the 
introduced tag group, suggesting chat the analogs are useful to analyze 
the pore structure of sodium channels. 
344913-25-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactnnt or reagent) 

(preparation of modified n-conotoxin GIIIA and study of its effects on 

skeletal muscle sodium channels) 
344913-25-3 CAPLUS 

L-Alaninamide, L-arginyl -L- u-aspartyl -L-cysteinyl - L- cyste i ny 1 - S - [ (4 - 
methyl phenyl ) methyl ) -L-cysteinyl - (4R) - 4 - hydroxy- L- prolyl - ( 4 R > - 4 - hydroxy- L- 
prol v 1 - L- 1 ysy 1 - L- lysyl-L-cysteinyl-L- lysyl-L- u-aspartyl -L-arginyl - L- 
glutaminyl - L- cyste i ny 1 - L- lysyl - <4R) • 4 - hydroxy- L- prolyl - L-gl utami nyl - 1. - 
arginyl- L-cysteinyl -L-cysteinyl- (9CI) (CA INDEX NAME) 



(CH2U 



.nh y 1 — ' 



I f T 

O SH O 



(C»2)4 O | 0 | 0 I 

O (CH 2 )4 O (CH 2 )4 O (CH2)3 

NH 2 *" NH 2 




Absolute stereochemistry. 
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itibiotic zervamicin 



SOURCE: FEBS letters (2001), 495(1,2}. 52-55 

CODEN: PEBLAL.- ISSN : 0014-5793 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE; English 

AB The backbone dynamics of the channel - forming peptide 

I IB (Zrv-iiB) in methanol were studied by 15N NMR relaxation measurements 
at 11.7, H.l and 18.8 T magnetic fields. The anisotropic overall 
rotation of the peptide was characterized based on 1SN relaxation data and 
by hydrodynamic calcns. 'Model -free' anal, of the relaxation data shoved 
that the peptide is fairly rigid on a sub- nanosecond tine-scale. The 
residues from the polar side of Zrv-IIB helix are involved in 
micro-millisecond time -scale conformational exchange. The conformational 
exchange observed might indicate intramol. processes or specific intermol. 
interactions of potential relevance to Zrv-IIB ion channel formation. 

IT 79395-85-0, zervamicin IIB 

RL: PEP (Physical, engineering or chemical process); PRP (Properties) ,- 
PROC (Process) 

(backbone dynamics of channel - forming antibiotic zervamicin IIB studied 
by 15N NMR relaxation) 
RN 793 95-85-0 CAPLUS 

CN L-Prolinamide, N-acetyl - L-tryptophyl - L- isoleucyl- L-glutaninyl -D- iaovalyl -L- 
isoleucyl -L-threonyl -2-methylalanyl -L- leucyl -2-methylalanyl- (4R) -4 - hydroxy- 
L- prolyl -L-glutaminyl -2-methylalanyl- (4R) -4-hydroxy-L-prolyl-2- 
met hy 1 a lanyl - N- 1 ( IS) - J - I hydroxymet hyl 1-2 -phenyl ethyl ] - {CA INDEX NAME) 
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Backbone dynamics of the channel - forming antibiotic 
zervamicin IIB studied by 15N NMR relaxation 
Korzhnev, D. M. ,• Bocharov, E. V.,- Zhuravlyova. A. v. ,- 
Orekhov, V. Y . ,- Ovchinnikova, T. v.; Billeter. M . .- 
Arseniev, A. s. . 

Shenyakin-Ovchinnikov Institute of Bioorganic 
Chemistry, ul . Miklukho-Maklaya 16|10, Russian Academy 
of Sciences, Moscow, 117997, Russia 



SOURCE : 



(2000), 11, 
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Ph- CH2 CH- NH ■ C 
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CODEN: ACRCPA; ISSN: 1020-55B6 
PUBLISHER: Asian Coordinating Group for Chemistry 

DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Application of mass spect rometr ic methods in the screening for new and 
recurrent natural products is reported, Compds. either in mixta, or as 
purified fractions were identified through their pseudomol. ions, 
diagnostic fragmentations pattern and database. New bioactive peptides 
such as helioferin (1). lipohexin (2), ampul losporin (3), bergofungin (4! 
and peptaibolin <5) were discovered in microbial cultures. 

IT 181478-82-0, Bergofungin a 

RL: ant (Analyse) ( anst (Analytical study) 

(advances of screening for natural products using mass apectrooetric 
tools) 

RN 1814-78-82-0 CAPLUS 

CN Bergofungin A (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (+> . 
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Preparation of substituted phosphinate based peptide 

derivatives for treatment of metabolic bone diseases 

Buchardt, Jens; Koged, Niels Taekker; Meldal, Morten; 

Delaisse, Jean-Marie; Engsig, Michael; Ferreras, 

Mercedes; Karsdal, Morten,- Ovejero, Maria Del Carmen. 

Schiodt, Christine Bruun; winding. Bent 

Osteopro A/S, Den. 

PCT Int . Appl . . 14 9 pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



KIND DATE 



APPLICATION NO. 



HO 2001025264 A2 20010412 

HO 2001025264 A3 20011016 

HO 2001025264 A9 .20020919 

H: AE. AO. AL, AM. AT. AU, AZ, BA. 

CR, CU, CZ. 

HU, ID, IL, 



WO 20O0-EP9173 



BB. BG, BR, BY. BZ, 



CA. CH, 

DE, DK, DM, DZ, EE, ES , PI. GB, GD, GE, GH . GM, 
IN, IS, JP. KB , KG, KP, KR, KZ, LC, LK. LR, LS, LT, 



MG. MK. 
SI, SK, SL. TJ, TM. TR. 



EP 1220871 



PRIORITY APPLN. INFO. : 



LU, LV, MA, 
SD, SE, SG. 

YU. ZA, ZH, AM, AZ, BY, KG, KZ, MD, RU, 

GH. GM. KE. LS, MW, MZ, SD. SL, SZ, TZ, 

DE, DK. ES, PI, FR, 

CI. CM, 



MZ, NO, NZ, PL, PT. RO, RU. 



TZ. UA, 
TJ. TM 
UG, ZW, 



UQ, US, UZ, VN, 



AT. BE. CH, CY, 



GR. IE. IT, LU, MC, NL, PT. SE. BF, 8 J . 



GA. GN, GW, ML. MR, NE, SN, TD, TG 

20020710 EP 2000-967712 20000919 

, ES, FR, GB, GR, IT, LI. LU, NL , SE, MC , PT, 
, RO. MK, CY, AL 

GB 1999-22577 A 19990923 

WO 2000-EP9173 W 20000919 

R SOURCE (S) : MAR PAT 134:261143 

Peptides R1NHCR2R3C0NHCHR4P( :Xal (XbRS > CR6R7CHR8COR9 [Rl . H , an 
amino-protecting group, a group Ra (alkyl, alkenyl, alkynyl, or aryl), 
RlbNHRlcRldCO (Rib is H, a natural or unnatural u-amino acid or 
peptide, or a group Ra; Rlc, Rid are H, a side chain of a natural or 
non-natural amino acid, or a group Ra) , RleCO (Rle is H or a group Rl). oi 
R«S02; R2. R3, R4 , R8 • H , a group as defined for Rlc. R2aCH2 <R2a is 
aryl, heteroalicyclyl or heteroarorn. ) ; R5 - H or a group Ra r - R6, R7 » h, 
alkyl; R9 « R3a-Xc. where R3a is a group Ra, heteroalicyclyl, heteroarorn., 



or a group defined for R2 and Xc is 0, S or NH; Xa and Xb are O. S or NHl 
were prepared for use in the treatment of metabolic bone diseases such as 
osteoporosis and bone metastasis. Thus, O-adamantyl P-(9- 
f luorenylmethoxycarbonylaminomethyl) - P- (2 - iaobutyl - 2- 

carboxyethyl) phosphinate was prepared and used as building block for the 
solid-phase synthesis of phoaphinate-based peptides, e.g., 
H-Ala-Gly-Pro-Leu-oly f IP02H-CH2 J Leu-Tyr- Ala-Arg-Qly-OH . The preparation 
and screening of a one -bead two- com pound solid phase combinatorial library 
of phosphinic peptides is described. 

IT 333752-94-6P 333753-01-BP 333753-02-9P 
333753-18-7P 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use)/ 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of substituted phosphinate based peptide derivs. for 
of metabolic bone diseases) 
RN 333752-94-6 CAPLUS 

CN Glycine, glycyl - (4R> -4- hydroxy- L-prolyl-L-lyaylglycyl- v(PO(oh> -CH2) - 
leucyl-L-tyrosyl-L-asparaginyl-L-arginyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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3 3 3753-01-8 CAPLUS 

Glycine, L-seryl - (4R) -4- hydroxy- L- prolyl - L- n-aspartylglycyl - 
v(PO(OK) -CH2) -leucylglycyl-L-valyl-L- n-glutamyl- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




K. 



RN 333753-18-7 CAPLUS 

CN Glycine, L- threonyl - (4R) -4- hydroxy- L- prolyl -L- a-glutamylglycyl- 

v(POIOH) -CH2) - leucyl-L-valyl-L-alanyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 3 33753-02-9 CAPLUS 

CN Glycine, L-arginyl - (4R) - 4 -hydroxy- L- prolyl -L- <i-aspartylglycyl - 

»(PO(OH) -CH2) -leucyl-L-threonyl-L- leucyl- (4R) -4 - hydroxy- L-prolyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Cephaibols, new peptaibol antibiotics with 
anthelmintic properties from Acremonium tubakii DSM 
12774 

Schiell, Matthias.- Hofmann. Joachim; Kurz. Michael; 
Schmidt, Frank Rainer; Vertesy. Laszlo.- Vogel. Martin; 
Wink, Joachim; Seibert, Gerhard 
Division Lead Generation, Industriepark Hochst, 
Aventis Pharroa Deutschland GmbH, Frankfurt /Main, 
D- 65926, Germany 

Journal of Antibiotics (2001), 54(3), 220-233 

CODEN : JANTAJ; ISSN: 0021-8820 

Japan Antibiotics Research Association 
Journal 
Engl ish 

Two groups ot new peptaibol -type antibiotics, termed cephaibols, have been 
isolated from the fungus Acremonium tubakii, DSM 12774. These 16- or 
n-unit straight -chain peptides, whose structures were characterized by 
amino acid analyses, 2-D NMR expts., and by mass spectrooetric sequencing, 
have a high content of the unusual amino acids amino! sobutyric acid and 
isovaline. The principal constituent of the novel peptaibol mixture is 
cephaibol A, which is formed in abundance in cultures of the wild strain. 
The striking biol . property of cephaibol A is its pronounced anthelmintic 
action and activity against ectoparasites. 



PUBLISHER : 
DOCUMENT TYPE: 
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IT 280774-61-0P , Cephaibol E 280774 - 64 - 3P , Cephaibol D 
3049U-38-4P . Cephaibol A 3049HO9-5P . Cephaibol a 
3049U-40-8P . Cephaibol C 304911-4 1 -9P , cephaibol P 
344926-93-8P 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence); BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery),- biol (Biological study); occu (Occurrence); 
PRBP (Preparation) 

(cephaibols as new peptaibol antibiotics with anthelmintic properties 
from Acremonium tubakii) 
RH 2B0774-M-0 CAPLUS 

CM L- Prol inamide, N-acetyl-L-phenylalanyl - 2 -methylalanyl -2-methylalanyl - 2- 
methy la lanyl - 2 -methy lalany lglycy 1 - L- leucyl -2-methylalanyl -2-methylalanyl - 
(4R> -4 - hydroxy- 1,-prol y l - L- gl utami ny 1 -D-isovalyl- (4R) -4 - hydroxy- L- prolyl - 2 - 
methylalanyl-N- | (IS) - 1 - ( hydroxymethy 1 ) - 2 - phenyl ethyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry, 
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RN 280774-64-3 CAPLUS 

cn L-Prolinaroide, N-acetyl • L-phenylalanyl -2 -methylalanyl -2 -methylalanyl- 2- 

methylalanyl -2 -methy lalany lglycyl-L- leucyl -2 -methylalanyl -2 -oethylalanyl - 
(4R) -4 -hydroxy- L- prolyl - L-glutaminyl- 2-methylalanyl- (4R) -4- hydroxy- L- 
prolyl- 2 -methylalanyl-N- t (IS) - 1- ( hydroxymethyl ) -2 -phenylethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 304911-38-4 CAPLUS 

CM L- Prol inamide , N-acetyl - L- phenyl a lanyl - 2 -methylalanyl - 2 -methyl a lanyl - 2- 

nethy la lanyl - 2 -methy lalany lglycy 1 - U- leucyl -D- isovalyl - 2 -methyl a lanyl - (4R> - 
4 - hydroxy- L- prolyl -L-glutaminyl -D- isovalyi- (4R) -4 - hydroxy- L-prolyl -2- 
tnethy 1 a 1 any 1 -N- ( 1 - (hydroxymethy 1 ) - 2 - phenylethyl 1 - I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 304911-39-5 CAPLUS 

CN L- Prol inamide, N-acetyl - L- phenyl a lanyl - 2 -methylalanyl -2 -methylalanyl - 2- 
methy la lanyl - D- i sova lylg lycy 1 - L- leucyl -D- isovalyl -2-methylalanyl- (4R) -4 - 



hydroxy - L-prolyl - L-g lutaminyl -D- isovalyl- (4R) - 4 - hydroxy-L- proly I - 2 - 
methylalanyl -N- (1 - (hydroxymethyl ) - 2 - pheny lethyl ) - (SCI) (CA INDEX 

Absolute stereochemistry. 



RN 304911-40-8 CAPLUS 

cn L- Prol inamide, N- acetyl -L-phenylalanyl -2 -methylalanyl -2 -methylalanyl -2- 

methylalanyl -2-mechylalanylglycyl-L- leucyl-D-isovalyl-2-methylalanyl- (4R) - 
4 - hydroxy- L-prolyl -L-glutaminyl- 2 -methylalanyl - (4R> -4 -hydroxy -L- proly 1-2- 
met hy lalany 1 - N- [ 1 • (hydroxymethyl J - 2 - phenylethyl ) - (9CI) (CA INDEX NAKE] 

Absolute stereochemistry. 
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RN 3049)1-4 1-9 CAPLUS 

CN L- Serine. N- acetyl -L-phenylalanyl isovalyl -L-glutaminyl -2 -methylalanyl -L- 

isoleucyl - L- threonyl -2-methylalanyl-L-leucyl-2-methylalanyl - (4R) -4-hydroxy- 
L-prolyl -L-glutaminyl -2 -methylalanyl - (4R) -4 - hydroxy -L- prolyl -2- 
methylalanyl-L-prolyl-L-phenylalanyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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RN 344 92 6-93-8 CAPLUS 

CN L- Prolinamide, N-acetyl -L-phenylalanyl -2 -methylalanyl -2 -methylalanyl- 2- 

methylalanyl -2 -methylalanyl -L-alanyl -L-leucyl isovalyl -2 -methylalanyl- (4R) - 
4 -hydroxy- L- prolyl -L-glutaminyl isovalyl- (4R) -4-hydroxy-L-prolyl-2- 
methylalanyl-N- 1 1- (hydroxymethyl) -2 -phenylethyl J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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The asymmetric chelate-Claisen rearrangement as a key 
step in the syntheses of non-proteinogenic amino acids 
Muea, Heike,- Kazmaier, Uli 

Organisch-chemisches Institut der Universitat, 
Heidelberg, 69120, Germany 
Synthesis (2001). (3). 487-498 

COO EN : SYNTBF; ISSN: 0039-7881 

Oeorg Thieme Verlag 
Journal 
English 

CASREACT 134:340700 
Allylic esters of TFA- protected amino acids undergo asym. Claisen 
rearrangements in the presence of cinchona alkaloids, giving rise to 
Y.o-unsatd. amino acida in a highly stereoselective fashion. 
The products are useful precursors for the short and efficient synthesis 
Of more complex compds . such as substituted 4-hydroxyornithines and 
iminosugars. Starting from the unsatd. amino acids, iodolactoni zat i on . 
bicylization and opening of the lactone ring with nucleophiles such as 
amino acids or peptides provide hydroxyprol ine derivs. directly 
incorporated into peptides. 
294846-57-4P 

RL: RCT (Reactant),- SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of nonproteinogenic amino acids via asym. chelate-Claisen 
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rearrangement) 
RN 294846-57-4 CAPLUS 

CN L-Phenylalanine, (3R, 4R) -4 - hydroxy- 3 -methyl- 1 - (trif luoroacetyl) -D-prolyl-L- 
isoleucyl-, 1 , 1 -dimethylethyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



R R 



294846-56-3P 294846-58-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

[preparation of nonproteinogenic amino acids via asym. chelate-Claisen 

rearrangement) 

294846-S6-3 CAPLUS 

Glycine, (3R.4R) -4 - hydroxy- 3 -methyl - 1 - (trif luoroacetyl) -D-prolyl-L- 
isoleucyl-, 1 , l-dimethylethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



RN 294846-58-5 CAPLUS 

CN L-Phenylalanine, N- i (1, 1 -diroethylethoxy)carbonyl J -L-alanyl- (3R, 4R1 -4- 

hydroxy- 3 -methyl -D- prolyl - L- i 3oleucyl - , l . 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 

Ahsolute stereochemistry. Rotation (-). 
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2001:1584 53 CAPLUS 
134 :311419 

site-specific structural transformation of the novel 
antifungal cyclic depsipeptide FR901469: synthesis and 
biological activity of FR203903 
Tanaka, Akira,- Barrett, David; Fujie, Akihiko; 
Shigematsu, Nobuharu; Hashimoto, Michizane; Hashimoto. 
Seiji; Ikeda. Pumiaki 

Medicinal Chemistry Research Laboratories, Fujisawa 

Pharmaceutical Co., Ltd., Osaka. 532-8514, Japan 

Journal of Antibiotics (2001), 54(2), 193-197 

CODEN: JANTAJ; ISSN: 0021-6820 

Japan Antibiotics Research Association 

Journal 

English 

CASREACT 134:311419 
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- OH HO I 



an ornithine-modi f ied analog of FR-901469. I <R « CH2NH2 , HC1 salt), is 
described. The antifungal activities of both PR-203903 and FR-901469 
against various clin. isolates of fungi are reported. 

IT 289614-86-4P 

RL: BPN (Bioaynthetic preparation); RCT (Reactant)/ BIOL (Biological 
study); PREP, (Preparation); RACT (Reactant or reagent) 

(preparation and antifungal activity of cyclic depsipeptide PR-203903. 
ornithine-modi t ied analog of FR-901469) 
RN 289614-86-4 CAPLUS 

CN D-Allothreonine, D-al lothreonyl -D-alanyl -L-tyrosyl-L-vslyl- (4R> -4 -hydroxy- 
L-prolyl -D-al lothreonyl -L-threonyl - (3S> - 3 - hydroxy- L- prolyl - (3R) -3 -hydroxy- 
L-glutaminylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The semi -synthesis of PR-203903. I (R - 1-piperazinylcarbonyl , HC1 salt). 



IT 289615-45-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 



(Reactant or reagent > 

(preparation and antifungal activity of cyclic depsipeptide FR-203903, 
orn i thine -modi f led analog of FR-901469) 
RN 289615-45-8 CAPLUS 

CN D-Al loch teonine, L-e«-glutamyl - ( 3R) - 3 - hydroxyhexadecanoyl - D- 

allothreonyl - D-a lany 1 - L- tyrosyl -L- valyl - (4R> -4 - hydroxy- L- prolyl -D- 
allothreonyl -L-threonyl- (3S> - 3-hydroxy-L-prolyl- (3R) -3-hydroxy-L- 
glutaminylglycyl-. l - ( l . l -dimethylethyl > ester <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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ester enolate claisen rearrangements to a variety of 
non-proteinogenic amino acids 
Mues. H . ; Kazmaier. U. 



DOCUMENT TYPE 
LANGUAGE: 
OTHER SOURCE < S) 



CORPORATE SOURCE: Department of chemistry, university of Heidelberg. 

Heidelberg, D-69120, Germany 

Proceedings of ECSOC-J, [and) Proceedings of ECSOC-4, 
sept. 1-30, 1999 and 2000 (2000). Meeting Date 
1999-2000, 1314-1319. Bditor(s): Pombo-Villar. 
Esteban. Molecular Diversity Preservation 
International: Basel, Swits. 
CODEN: 69AXZT 

conference,- (computer optical disk) 
English 

CASREACT 134:3 26729 
Electronic conference proceedings. Allylic esters of TFA-protected amino 
acids undergo asym. Claisen rearrangements in the presence of cinchona 
alkaloids, giving rise to y,6-unsatd. amino acids in a highly 
stereoselective fashion. The products are useful precursors for the short 
and efficient synthesis of more complex compds . such as substituted 
4 -hydroxyprolines. 4 - hydroxyorni t nines and imino sugars. 
IT 294846-57-4 

RL: RCT (Reactant),- RACT (Reactant or reagent) 

(ester enolate claisen rearrangements to non-proteinogenic amino acids) 

RN 294846-57-4 CAPLUS 

CN L-Phenylalanine. (3R.4R) - 4 - hydroxy- 3 -methyl - 1 - (trifluoroacetyl) -D-prolyl *L- 
isoleucyl-, 1 , 1 -dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



IT 294846-56-3P 294846-58-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(ester enolate Claisen rearrangements to non-proteinogenic amino acids) 

RN 294846-56-3 CAPLUS 

CN Glycine, (3R.4R) - 4 - hydroxy- 3 -methyl - 1 - (tr i fluoroacetyl > -D- prolyl -L- 
isoleucyl-, 1 , l-dimethylethyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-1. 
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L-Phenylalanine. N- I ( 1 , 1 -dimethylethoxy) carbonyl ] -L-alanyl- <3R, 4R) -4- 
hydroxy-3-methyl-D-prolyl - L- isoleucyl - . 1 , 1 -dimethylethyl ester (9CI) (CA 



INDEX NAME) 

Absolute stereochemistry. 



Rotation (- ) . 
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An expedient synthesis of the amide analog of the 
potent antifungal 1 i pope pt idol act one FR9014 69 
Barrett, D.,- Tanaka, A.; Fujie, A.; Shigematsu. N . ,• 
Hashimoto, M,; Hashimoto, S. 

Medicinal Chemistry Research Laboratories, Fujisawa 
Pharmaceutical Co. Ltd.. Yodogawa-ku. Osaka, 532-8514, 
Japan 

Tetrahedron Letters (2001). 42(4), 703-705 
CODEN: TELEAY ,- ISSN: 0040-4039 
Elsevier Science Ltd. 
Journal 
Engl ish 

CASREACT 134:266551 
An expedient synthesis o( the lactam analog of the 4 0 -member ed 
1 ipopept idolactone antifungal antibiotic FR901469 is described. The key 
steps in this synthesis are a novel biotransformation of the natural 
product to produce the highly versatile linear peptide building block and 
efficient formation of the 40-membered ring by macrolactami zat i on under 
high-dilution conditions. Novel methol . to prepare the amide analog from the 
natural product is described. 
IT 289614-86-4P 

RL; BPN (Biosynthet ic preparation); RCT (Reactant); biol (Biological 
study). PREP (Preparation); RACT (Reactant or reagent) 

(synthesis of amide analog of potent antifungal 1 ipopept idolactone 

FR901469) 
RN 289614-86-4 CAPLUS 

CN D-Allothreonine, D-al lothreonyl -D-alanyl -L-tyrosyl -L- valyl - (4R) -4-hydroxy- 
L- prolyl -D al lot hreonyl -L-threonyl - (3S) -3-hydroxy-L-prolyl - OR) -3 -hydroxy - 
L-glotaroinylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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331866-83-2P 

RL: BPN (Biosynthetic preparation); RCT (Reactant); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 

or reagent) 

(synthesis ot amide analog of potent antifungal 1 ipopept idolactone 
FR901469) 
3318 66-83-2 CAPLUS 

D-Allothreonine. N5- 1 (1, l - dimethylethoxy) carbonyl ) -L-omithyl- OR) -3 - 
aminohexadecanoyl -D- allot hreonyl -D-alanyl -L- tyrosyl -L- valyl- <4R) -4 -hydroxy - 
L-prolyl -D-allothreonyl-L-threonyl- OS) -3-hydroxy-L-prolyl- (3R) -3-hydroxy- 
L-glutaminylglycyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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LANGUAGE: English 

AB Conditions for extraction and hPlc anal, of zervamicin IIB produced during 
Emericel lop9is snlmosynnemata fermns. was studied. Zervamicin IIB was 
extracted from Emericel lopBi ■ salmosynnemata mycelia with a 

water/chloroform/methanol mixture The extracted zervamicin IIB was partitioned 
_ into the lower phase and then dissolved into the HPLC solvent phase. 
Zervamicin IIB was then determined using reverse phase HPLC on a Separon SOX CH 
column with an acetonitri le/ aqueous ammonium acetate / iaopropanol eluent. 
The optimized methods permitted monitoring of zervamicin IIB production during 
the course of a 11 day fermentation 
IT 79395-8S-0P. Zervamicin IIB 

RL: ANT (Analyte); BMP (Bioindustrial manufacture) i HPN <Biosynthetic 
preparation); ANST (Analytical study),- BIOL (Biological study)/ PREP 
(Preparation) 

(HPLC anal, of zervamicin IIB produced by emericel lops is 
salmosynnemata ) 
RN 79395-85-0 CAPLU9 

cn L-Prolinamide. N- acetyl -L- tryptophyl - L- isoleucyl - L-glutaminyl -D-isovalyl-L- 
isoleucyl - L- threony 1 - 2 -methyl a lanyl -L- leucyl - 2 -methylalanyl - (4R) -4-hydroxy- 
L-prolyl- L-glutaminyl - 2 -methylalanyl - (4R) - 4 - hydroxy- L- prolyl - 2- 
methyla 1 any 1 -N- { (IS) - 1 - ( hydroxymethyl ) - 2 -phenylethyl 1 - (CA INDEX NAME) 
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Cultivation of Emericellopsis salmosynnemata mycelium 
fungus - producer of the peptide antibiotic zervamicin 
IIB. Part 1. HPLC analysis of zervamicin 
Rogozhkina, E. A. ; Lapshina, M. B . .• Eremin, S. V . ,■ 
Shvets, v. I.,- skladnev, D. A. 

Moscow state Academy of Fine Chemical Technology. 
Moscow, Russia 

Pharmaceutical Chemistry Journal (Translation of 
Khimiko-Farmatsevticheskii Zhurnal) (2000), 34(6), 
332-33S 

CODEN: PCJOAU; ISSN: 0091-150X 

Consultants Bureau 
Journal 
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Moscow, Russia 

source: Pharmaceutical Chemistry Journal (Translation of 

Khimiko-Farmatsevticheskii Zhurnal) (2000). 34(6). 

31B-321 

CODEN: PCJOAU, ISSN: 0091-150X 
PUBLISHER: Consultants Bureau 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

ab A method was devised to prepare stable isotope labeled zervaaicin IIB from 
Emericellopsis salmosynnemata. Methylobaci 1 lus flagellatum was cultivated 
in media with high levels ot 15N labeled ammonium chloride or deuterated 
salts and methanol. The Methylobaci llus biomasa was then autolyzed and 
used in the culture medium as a substitute for bacto-peptone and yeast ext 
for the growth of Emericellopsis salmosynnemata. Growth of B. 
salmosynnemata on the deuterated medium produced 9.1 g/L biomass which 
contained 1.2 g/g dry cell mass deuterated zervamicin IIB. Growth on 15N 
labeled media produced 11 g/L cell mass and 3,7 mg of 1SN labeled 
zervamicin IIB. An optimized method for zervamicin isolation was also 
reported. 

IT 79395-85-0P, Zervamicin IIB 79395-86-ip, zervamicin HA 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery) / BIOL 
(Biological study); PREP (Preparation) 

(biotechnol. synthesis of 2H- and 15N-labeled zervamicin IIB from 
Emericellopsis salmosynnemata) 

RN 79395-85-0 CAPLUS 

CN L-Prol inamide. N-acetyl -L- tryptophyl -L- i so leucyl - L-glutaminyl -D- iaovalyl - l- 
isoleucyl -L-threonyl -2-methylalanyl-L- leucyl - 2 -methylalanyl - <4R> -4-hydroxy- 
L- prolyl -L-glutaminyl- 2 -methylalanyl - (4R) -4-hydroxy-L-prolyl-2- 
methy la lanyl -N- KlS) -1- (hydroxymethyl > -2-phenylethyl] - (CA INDEX NAME) 
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Biotechnological synthesis of 2H- and 1SN- labeled 
zervamicin IIB from Emericellopsis salmosynnemata 
Rogozhkina, E. A., Lapshina, M. B . ; Eremin. S. V . ,■ 
Shvets, v. I.,- Skladnev, D. A.; Raap. J. 
Moscow state Academy of Fine Chemical Technology, 
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79395-86-1 CAPLUS 

L-Prol inamide. N- acetyl -L-tryptophyl-L- isoleucyl - L-glutaminyl - 2- 
methylalanyl-L- isoleucyl -L-threonyl -2-methylalanyl-L- leucyl-2-methylalanyl- 
(4R> -4 -hydroxy- L- prolyl -L-glutaminyl -2 -met hylalanyl- <4R) -4 -hydroxy- L- 
prolyl- 2 -methyl alanyl-N- [ (IS) - 1- ( hydroxymethyl > - 2 -phenylethy 1 ] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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Antimalarial activities of peptide antibiotics 
isolated from fungi 

Nagaraj. G. ; Uma, M. v. ; shivayogi, M. s..- Balaram, 
Hema 1 a t ha 

Molecular Biology and Genetics unit, Jawaharlal Nehru 
Centre for Advanced Scientific Research. Bangalore. 
Seo 064. India 

Antimicrobial Agents and Chemotherapy (2001). 45(1), 
145-149 

CODEN: AMACCQ; ISSN: 0066-4804 

American Society for Microbiology 
Journal 
English 

Malaria caused by Plasmodium falciparum is a major public health problem 
in the developing countries of the world. Clin, treatment of malaria has 
become complicated due to the occurrence of infections caused by drug 
resistant parasites. Secondary metabolites from fungi are an attractive 
source ot chemotherapeut ic agents. This work, reports the isolation and in 
vitro ant iplasmodial activities of peptide antibiotics of fungal origin. 
The three peptide antibiotics used in this study were efrapeptins, 
zervamicins. and antiamoebin. The high-performance liquid 
chroma tog . -puri f ied peptides were characterized by NMR and mass spectral 
anal. All three fungal peptides Kill P. falciparum in culture with 50% 
inhibitory concns. in the micromolar range. A possible mode of action ot 
these ' pept ide antibiotics on P. falciparum is presented . 
64347- 37- IP, Antiamoebin I 

RL: SAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) .• PRP (Properties); PUR (Purification or recovery).- 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(antimalarial activities of peptide antibiotics isolated from fungi) 

64347-37-1 CAPLUS 

Antiamebin I (9CI) (CA TNDEX NAME) 
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Chemical synthesis of 15N- labeled analogs of 
zervamicin IIB 

Rimawi, w. H.; Ogrel. An. A.; Raap. J.,- Shvets, V. I. 
Lomonosov State Academy of Fine Chemical Technology. 
Moscow, 117571, Russia 

Russian Journal of Bioorganic Chemistry (Translation 
of Bioorganicheskaya Khiroiya) (2000>. 26(11), 725-733 

CODEN: RJBCET; ISSN: 1068-1620 

MAIK Nauka/Interperiodica 
Journa 1 
English 

CAS REACT 134:163314 

AB Analogs of 16-membered peptide antibiotic zervamicin IIB with the Gln3 and 
olnii residues 15N-Iabeled at the Cu-atoms were synthesized by 
coupling the antibiotic segments (1-4), <5-9>, and (10-16). In turn, 
these were prepared by a stepwise chain elongation in solution starting from 
their C-termini using benzotriazol -1-yloxy-tris (dimethylamino) phosphonium 
hexaf luorophosphate (BOP) as an activating agent. The sterically hindered 
2-aminoisobutyric acid was introduced by the BOP-dimethylaminopyridine 
system with the preact i vat ion of the carboxyl component. The segment 
condensation was performed with the use of the 6- 
tri f luoromethylbenzotr iazol - l-yloxy- tris (pyrrol idino) phosphonium 
hexaf luorophosphate activating reagent. The homogeneity of the resulting 
zervamicin analogs was confirmed by HPLC, and their structures were proved 
by nmf spectroscopy and FAB mass spectrometry. 

IT 213247-23-SP 

RL: PRP (Properties); SPN (Synthetic preparation); prep (Preparation) 
(preparation of 15N-Iabeled analogs of zervamicin IIB) 
RN 213247-23-S CAPLUS 

CN L-Prol inamide, N- acetyl -L-tryptOphyl -L-isoleucyl-L-glucaminyl -D- isovalyl -L- 
isoleucy 1 - L- threony 1 - 2 -methyla lanyl - L- leucyl-2-methylalanyl - (4R) -4 -hydroxy - 
L- prolyl - L-glutaminyl -N2- l5N-2-methylalanyl - (4R) -4 - hydroxy -L- prolyl - 2 - 
met hyla lany 1 - N- | (IS) - 1- (hydroxymethyl ) - 2-phenylethy 1 1 - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RL,: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of 15N- labeled analogs of zervamicin IIB) 

RN 324764-21-8 CAPLUS 

CN L-Prol inamide, N-acetyl - L-tryptophyl - L- isoleucyl -L-glutaminyl -N2- 15N-D- 
isovalyl -L-iaoleucyl -L-threonyl -2-methylalanyl-L-leucyl-2-methylalanyl- 
(4R) -4 - hydroxy- L- prolyl - L-glutaminyl - 2 -met hylalanyl - («R> -4 -hydroxy- L- 
. prolyl- 2 -methylalanyl-N- 1 ( IS) - 1 - ( hydroxymethyl ) - 2 - phenylet hyl 1 - <9CI) 
INDEX NAME) 

Absolute stereochemistry. 
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Transferred 13C Tl Relaxation at Natural Isotopic 
Abundance: A Practical Method for Determining 
Site-Specific Changes in Ligand Flexibility upon 
Binding to a Macromolecule 

La PI ante. Steven R.,- Aubry, Norman.- Deziel, Robert. 
Ni, Feng,- Xu. Ping 

Research and Development. Boehringer ingelheim 
(Canada) Ltd., Laval, oc, H7S 2GS, Can. 
Journal of the American Chemical Society (2000), 
122(50) , 12530-12535 
CODEN: JACSAT; ISSN: 0002-7863 
American Chemical Society 

Engl i sh 

An NMR strategy is described for measuring changes in 13C spin- lattice 
relaxation times (Tl) of ligand mols., at natural isotopic abundance, upon 
binding to macromole. of potentially unlimited size. The rapidly 
reversible binding nature of a subatrate-based inhibitor (BILN127SE, Ki * 
5.4 >iM) with the NS3 protease domain of the hepatitis C virus has been 
well documented and has served as an appropriate system for testing the 
transferred 13C Tl concept. 13C Tl relaxation, which is sensitive to 
motions thaL occur on the pico- to nanosecond time scale, were first 
measured for free BILN127SE. Upon addition of the protease at a 25:1 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 



inhibitor- to- protease ratio, differential changes in the 13C Tl relaxation 
times of BILN127SE were observed The equilibrium binding nature of the 

complex. 

results in a transfer of Tl relaxation information of the ligand from the 
bound to the free state where it is more easily detected. The relative 
changes in 13C Tl relaxation provides a qual. insight into the 
site-specific changes in ligand immobilization upon binding to the 
protease. comparisons of this dynamics information are made with 
structural data deduced from 1H NOESY, line -broadening, J -coupling, and 
roesy expta. The combination of dynamics and structural information 
should provide medicinal chemiBts with further opportunities to design 
more potent, chemical rigidified inhibitors. 
IT 220425-44-5. BILN 127SE 

RL: ANT (Analyte); BPR (Biological process); BSU (Biological study, 
unclassified), PRP (Properties), anst (Analytical study); BIOL (Biological 
study),- PROC (Process) 

(transferred 13C Tl relaxation at natural isotopic abundance as a 

practical method for determining site-specific changes in ligand flexibility 

upon binding to a macromol . > 

RN 220425-44-5 CAPLUS 

cn L- Nor valine, N-acetyl - L- 'i-aspartyl *L- u-aspartyl - L- isoleucyl - L- 
valyl - (4R> -4- (phenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



o 



H T 



fl T 

C0 2 H 0 



REFERENCE COUNT: 



L6 ANSWER 204 OF 551 
ACCESSION .NUMBER: 
DOCUMENT NUMBER. 
TITLE: 



INVENTOR (S) : 



DOCUMENT TYPE : 



4 6 THERE ARE 4 6 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2007 ACS on STN 
2000:785816 CAPLUS 
133:349221 

cephaibols. new antiparasitics from Acremonium 
tubakii, procedures for its production and use 
vertesy, Lasslo,- Kurz, Michael/ schiell, Matthias; 
Hofmann, Joachim 

Aventis Pharma DeutBchland G.m.b.H.. Germany 

Ger. offen., 40 pp. 

CODEN: GWXXBX 

Patent 

German 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



GH, GM, KE, LS. 



Al 20001109 DE 1999-19920816 

Al 20001116 WO 2O0O-EP3894 

AL, AM, AT. All. AZ, BA, BB, BO. BR. BY, 

DE, DK, DM, DZ, EE, ES , PI , GB, GD, GE, 

IN, IS, JP. KE, KG, KP, KR , KZ, LC, LK, 

MD, MG, MX, MN, MW, MX, NO, NZ, PL, PT. 

TM t TR, TT, TZ, UA, UG , UZ , 

SD, SL, SZ, TZ, 1X3, ZW, AT, 

PI, PR, OB, GR, IE, IT, LU, MC , NL, PT, 

CM, GA, GN, GH, ML, MR, NE, SN, TD, TG 
Al 20020130 EP 2000-936703 



19990505 
20000429 
CA, CH, CN, CR, 
GH, GM, HR, HU, 
LR, LS, LT, LU, 
RO, RU, SD. SE. 
VN, YU, ZA, ZW 
BE, CH, CY, DE, 
SE. BF. BJ, CF, 



Bl 

CH, DE, DK, 



20050420 



AT, 

IE, SI. LT, LV, PI. RO 



FR, OB. GR, IT, LI, LU. NL, SE. MC, 



AT 293636 
ES 2241612 
US 6S82949 
US 2001203848 
US 7067112 
PRIORITY APPLN. INFO 



20050515 
20051101 
20030624 
20031030 
20060627 



AT 2000-936703 
ES 2000-936703 
US 2000-563505 
US 2003-411144 



20000429 
20000429 
20000503 
20030411 



A 19990505 
W 20000429 
A3 20000503 



SOURCE (S ) : 



DE 1999-19920B16 
WO 2000-EP3B94 
US 2000-663505 

IlRPAT 133:349221 

AB The invention concerns connections of the general formula 

AcPhe-Aib-Aib- Aib- x-Gly-Leu-y-Aib-Hyp-Gln- z-Hyp-Aib-Pro-R (II, in which R 
is Pheol or Pheal and x, y, and z may be the following: (1) x is Aib and y 
and z are Iva,- (2) x, y and z are iva, (3) x and z are Aib and y is Iva .- 
14) x, y and z are Aib; or (5) x and y are Aib and z is iva; or the 
general formula AcPhe- Iva -Gin- Aib- Ile-Thr-Aib-Leu-Aib-x-Gln-Aib-Hyp-Aib- 
Pro-Phe-Ser (II), in which x is Hyp or Pro, which is synthesized by A. 
tubakii FH 1685 dsm 12774 during the fermentation and secreted into the culture 
medium. The invention also concerns a procedure for the production ot the 
cephaibols by fermentation of A. tubakii FH 1685 DSM 12774. isolation of the 
cephaibols from the culture medium and their purification, as well as their use 
as Pharmacol, active active substances, in particular against parasites. 

IT 280774-61-0P , Cephaibol B 280774 -64- 3P , Cephaibol D 
304911-38-4P. Cephaibol A 304911-39-5P . Cephaibol B 
304911-40-8P, cephaibol C 304911-41-9P , Cephaibol P 
RL: AOR (Agricultural use); BMF (Bioindustrial manu f acture I ,■ BPN 
(Biosynthet ic preparation); PRP (Properties); PUR (Purification or 
recovery); THU (Therapeutic use); BIOL (Biological study). PREP 
(Preparation); uses (Uses) 

(cephaibols are new antiparasitics from Acremonium tubakii) 
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CN L-Prol inamide. N- acetyl - L-pheny la lanyl - 2 -methyl a lanyl - 2 -methyl alanyl -2- 
methylalanyl -2 -met hy lalanylglycyl - L- leucyl - 2 -methylalany 1 - 2 -me thy la lanyl - 
(4R) -4 -hydroxy -L- prolyl - L-glutaminyl -D-isovalyl - (4R) -4 - hydroxy- L- prolyl - 2- 
roethylalanyl-N- [(1S)-1- (hydroxymethyl > -2 -phenylethyl) - (9C1) (CA INDEX 
NAME) s 

Absolute stereochemistry. 
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CN L-Prol inamide. N-acety 1-L-phenylalanyl -2 -methylalanyl -2 -methylalanyl -2- 
methy 1a lanyl - 2 -me thy lalanylglycyl - L- leucyl - 2 -me t hy 1 a lany 1 - 2 -met hy 1 a 1 any 1 - 



(4R) -4 -hydroxy -L- prolyl -L -glut aminyl-2-methyla lanyl - (4R) -4 - hydroxy- L- 
prolyl -2-methylalanyl-N- ( (IS) -1- (hydroxymethyl) -2-phenylethyl ] - (9CI) 
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CN L-Prol inamide, N- acetyl - L-pheny la lanyl - 2 -methylalanyl - 2 -methyl alanyl -2 - 

me thy la lanyl - 2 -me thy la 1 any lglycyl -L- leucyl -D- isovalyl - 2 -net hylalanyl - (4R) - 
4 -hydroxy -L- prolyl -L-glutaminyl -D- isovalyl - (4R) -4 - hydroxy- L- prolyl -2 - 
methylalanyl -N- ll- (hydroxymethyl) -2-phenylethyl) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Prol inamide, N- acetyl - L-phenylalanyl- 2 -methylalanyl -2 -methyl a lanyl -2- 
methylalanyl-D-isovalylglycyl-L-leucyl-D-isovalyl-2-Tnethylalanyl- MR) -4- 
hydroxy- 1.- prolyl -L-glutaminyl -0- isovalyl - (4R) -4 - hydroxy- L- prolyl - 2 - 
methylalanyl -N- fl- (hydroxymethyl) - 2 - phenylet hyl ] - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Pi ol inamide. N- acetyl - L-pheny la lanyl - 2 - methylalanyl - 2 -methyl a lanyl - 2 - 

methylalanyl - 2 -methylalanylg lycyl -L-leucyl-D-isovalyl-2-Bethyl«lanyl- (4R) - 



4-hydroxy-l,-prolyl • L-glutaminyl - 2 -methylalanyl - (4R> - 4 - hydroxy- L- prolyl -2- 
methylalanyl -N- [1- (hydroxymethyl) -2-phenylethyl| - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Serine, N- acetyl - L- pheny la lanyl i sovalyl -L-glutaminyl -2 -methylalanyl 

isoleucyl - L- threony I - 2 -methylalanyl - L- leucyl -2 -methylalanyl- (4R> -4 -hydroxy - 
L- prolyl -L-glutaminyl - 2 -methylalanyl- <4R) - 4 - hydroxy- L- prolyl- 2- 
methylalanyl-L-prolyl -L-phenylalanyl- (9CI) (CA XND&X MAKE) 

Absolute stereochemistry. 
Currently available stereo shown. 
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Metabolites of caspofungin acetate, a potent 
antifungal agent, in human plasma and urine 
Balani, Suresh K . ,- Xu, Xin ; Arison, Dyron H . ,- Silva, 
Maria V.,- Qries, Amy,- DeLuna, Florencia A.,- Cui, 
Donghui ; Kari, Prasad H . ; Ly, Trung,- Hop. Cornells E. 
C A.; Singh, Rominder,- Wallace, Michael A..- Dean, 
Dennis C; Lin, Jiunn H . ; Pearson, Paul G., Baillie, 
Thomas A. 

CORPORATE SOURCE: Department of Drug Metabolism, Merck Research 

Laboratories, West Point, PA, USA 
Drug Metabolism and Disposition (2000). 28(11). 
1274-1278 

CODEN: DMDSAI; ISSN: 0090-9556 

American Society for Pharmacology and Experimental 
Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Caspofungin acetate (mk-0991) is a semisynthetic pneumocandin derivative being 
developed as a parenteral antifungal agent with broad -spect rum activity 
against systemic infections such as those caused by Candida and 
Aspergillus species. Following a l-h i.v. infusion of 70 trig of 
(3H)MK-0991 to healthy subjects, excretion of drug-related material was 
very slow, such that 41 and 3 5* of the dosed radioactivity was recovered 
in urine and feces, resp., over 27 days. Plasma and urine samples 
collected around 24 h postdose contained predominantly unchanged MK-0991. 
together with trace amta. of a peptide hydrolysis product, mo, a linear 
peptide. However, at later sampling times, M0 proved to be the major 
circulating component, whereas corresponding urine specimens contained 
mainly the hydrolytic metabolites Ml and M2 , together with mo and 
unchanged MK-0991, whose cumulative urinary excretion over the first 16 
days postdose represented 13, 71, 1, and 9t, resp., of the urinary 
radioactivity. The major metabolite, M2, was highly polar and extremely 
unstable under acidic conditions when it was converted to a less polar 
product identified as N- acetyl - 4 (S) - hydroxy- 4 - (4 - hydroxy phenyl ) - L- 
threonine y- lactone. Derivat ization of M2 in aqueous media led to its 
identification as the corresponding y-hydroxy acid, 

N-acetyl-4 (s) -hydroxy-4- (4 -hydroxyphenyl ) -L-threonine . Metabolite Ml , 
which was extremely polar, eluting from HPLC column just after the void 
volume, was identified by chemical derivatization as des-acetyl -M2 . Thus, 
major urinary and plasma metabolites of MK-0991 resulted from peptide 
hydrolysis and/or N-acety lat ion , 
IT 314080-31-4 



the 



RL: BPR (Biological process); BSU (Biological study, unclassified)/ MF1 
(Metabolic formation); BIOL (Biological study); FORM (Formation, 
nonpreparative) ; PROC (Process) 

(metabolites of caspofungin acetate, a potent antifungal agent, in 
human plasma and urine) 
RN 314080-31-4 CAPLUS 

CN L-Prol inamide, <4R) - 1 - (10. 1 2 -dimethyl - 1 - oxotet radecyl ) -4 , 5 -di hydroxy -D- 
prolyl-L-threonyt- (4R) - 4 - hydroxy- L-prolyl - <4S) -4 -hydroxy-4 - (4- 
hydroxyphenyl ) -L-threonyl- OR) - 3 - hydroxy- L-ornithyl - 3 -hydroxy- , <3S> - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




- NH 2 
REFERENCE COUNT: 



THERE ARE 14 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAI LAB LB IN THE RE FORMAT 



ANSWER 206 OF S51 CAPLUS COPYRIGHT 2007 ACS On STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB Cluster anal 



2000:753495 CAPLUS 
134:320735 

Cluster analysis of clinical data to identify subtypes 
within a study population following treatment with a 
new pentapeptide antidepressant 

Feighner, John P.,- Sverdlov, Lev,- Nicolau, Gabriela, 
Noble. John F. 

Innapharma. Inc., Suffern, NY, 10901, USA 
International Journal of Neuropsychopharmacology 

(2000). 3(3), 237-242 
CODEN: IJNUFB; ISSN: 1461-1457 
Cambridge University Press 
Journal 
English 

was used to evaluate the data from a placebo-control led. 



double-blind clin. trial with a new pentapeptide antidepressant (INN 
00835) in major depression. The objective of this paper is to examine the 
effect of separating the study population into homogeneous subgroups (clusters) 
with relatively similar response to treatment within subgroups, and 
significantly different response between subgroups. The list of variables 
, for cluster anal, was selected only from the efficacy parameters 
investigated in the study. Three to six clusters were modelled to obtain 
the optimal number of clusters, based on a proportional contribution of 
subjects per cluster, and the maximum statistical difference between 
clusters. After separation, the variability of response among drug-treated 
subjects by cluster was attributed to plasma drug concentration Platelet 
serotonin uptake, which is a putative biochem. marker of effective 
treatment of depression, also reproduced the same effect of separation as the 
initially established cluster variables. 

204992-09-6, INN 00835 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process),- BSU IBiologieal study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(cluster anal, of new pentapeptide antidepressant INN 00835 in humans 
with major depression) 
204992-09-6 CAPLUS 

L-Tryptophanamide, 4- f luoro- L-phenylalanyl - (4R) - 4 - hydroxy- L-prolyl - L- 
arginylglycyl-, bis (trif luoroacetate) (salt) I9CI) (CA INDEX NAME) 
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NMR line -broadening and transferred NOESY as a 
medicinal chemistry tool for studying inhibitors of 
the hepatitis c virus NS3 protease domain 
LaPlante, s. R., Aubry. N. ; Bonneau. P. R . i Kuxolj. 
G . ; Lamarre, D . ; Lefebvre, S.t Li. H . ; Llinas-Brunet, 
M. ; Plouffe, C.i Cameron, D. R. 

Departments of chemistry and Biological sciences, 
Boehringer Ingelheim (Canada) Ltd, Laval, QC, H7S 3GS, 

Can . 

Bioorganic t Medicinal Chemistry Letters (2000). 

10(20), 2271-2274 

CODEN: BMCLE8; ISSN: 0960-B94X 

Elsevier Science Ltd. 
Journal 
English 

the use of NMR as a medicinal chemical tool for better 



understanding the binding characteristics of inhibitors of the HCV NS3 
protease. The protease- bound structure of a tetrapeptide-like inhibitor 
that has an acid C- terminus, a norvaline at PI and a naphthylmethoxy 
proline at P2 is described. Conformational comparisons are made with a 
similar compound having a 1 -amino-cyclopropylcarboxylic acid at Pi and with 
a hexapeptide inhibitor. Differences between the free and bound states 
are identified. 19F NMR also helped in determining that a single complex is 
observed when an inhibitor is added to the protease at a 1:1 ratio. 
220425-64-9 

RL: BAC (Biological activity or effector, except adverse); bsu (Biological 
study, unclassified); PRP (Properties),- THU (Therapeutic use); BIOL 
(Biological study), USES (Uses) 

(NMR line- broadening and transferred NOESY as a medicinal chemical tool 
for studying inhibitors of hepatitis C virus NS3 protease domain in 
relation to antiviral activity) • 

220425-64-9 CAPLUS 

L-Norvaline. N- < 3 -carboxy- 1 -oxopropyl ) - L- isoleucyl - L- valyl - (4RI-4- U- 
naphthalenylmethoxy) -L-prolyl - (9CII (CA INDEX NAME) 



Absolute stereochemistry. 
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Highly potenc and selective peptide -based inhibitors 
of the hepatitis' C virus serine protease: towards 
smaller inhibitors 

LI inas - Brunet . M . ,- Bailey, m. , Fazal, Q.,- Ghiro. E . ; 
corys. V.,- Goulet, S . ,- Halmoa, T. ; Maurice. R . / 
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AB Structure-activity studies on a hexapeptide N-terminal cleavage product of 
a dodecamer substrate led to the identification of very potent and highly 
specific inhibitors of the HCV NS3 protea3e/NS4A cofactor peptide complex. 
The largest increase in potency was accomplished by the introduction of a 
(4R) -naphthalen-l-yl-4-methoxy substituent to the P2 proline. N-Terminal 
truncation resulted in tetrapeptides containing a c-terminal carboxylic acid, 
which exhibited low micromolar 'activity against the HCV serine protease. 

IT 220425-44-5P 22042S-47-8P 220425-4B-9P 
220425-49-OP 22O425-50-3P 220425-51-4P 
220425-60-5P 220425-61-6P 3140B2-64-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(peptide-based inhibitors of hepatitis C virus serine protease) 
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CN L-Norvaline. N-acetyl - L- u -aspartyl - L- ci-aspartyl-L-isoleucyl-L- 
valyl - (4R) -4- (phenylmethoxy) -L-prolyl- (9CI) <CA INDEX NAME) 

Absolute stereochemistry . 
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CN L-Norval ine, N-acetyl - L- u-aspartyl -L- <»-aspartyl-L- isoleucyl-L- 

valyl- (4R) -4- [ (2-methylphenyl)methoxyl -L-prolyl- (SCI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Norva 1 ine, N-acetyl -L- "-aspartyl -L- u- aspartyl -L- isoleucyl-L- 

valyl - (4R) [ (3-methylphenyl)methoxy3 -L-prolyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 220425-49-0 CAPLUS CN L-Norvaline, N- acetyl - L- u-aspartyl - L- u-aspartyl -L- iBOleucyl-L- 

CN L-Norvaline, N-acetyl-L- u-aspartyl-L-u-aspartyl-L-isoleucyl-L- valyl- (4R) -4- (2-naphthalenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

valyl- (4R) -4- ( <4-methylphenyl)methoxy] -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Absolute stereochemistry. 




Absolute stereochemistry. RN 220425-60-5 CAPLUS 

CN L-Norvaline, N-acetyl -L- u-aspartyl -L- a- aspartyl -L-i sol eucyl-L- 
valyl- (4R) -4- (phenylmethyl) -L-prolyl- (9CI) <CA INDEX NAME) 



Absolute stereochemistry. 



NH 



Y 



HN 



- Pr 



I 



fS- h T 

AcNH . N_ q ^-k 

r s Y t 

C0 2 H 0 



I 

N 

\ S/ 

Vs._y 



220425-61-6 CAPLUS 

L-Norval ine, N- acetyl -L- <> -aspartyl - L- a-aapartyl -L-isoleucyl -L- 
valyl- <4R) -4- (3 -phenylpropyl) -L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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314082-64-9 CAPLUS 
L-Norvaline. N-acetyl-L-< 




iartyl-L- « -aspartyl - L- i sol eucyl - L- 



valyl- (4SI -4- (phenylmethoxy)-L-prolyl- (9CI) (CA INDEX I 
Absolute stereochemistry. 



220425-91-2 314082-63-B 314082-65-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified).- Thu (Therapeutic use); BIOL (Biological study); USES 

(Uses) 

(peptide-based inhibitors of hepatitis C virus serine protease) 
220425-91-2 CAPLUS 

L-Norval ine, N-acetyl - L- <i-aspartyl -L- n-aspartyl -L- isoleucyl -L- 
valyl - (4R) -4- (2-phenylethyl> -L-prolyl- (9CI) (CA INDEX MAKE) 



Absolute stereochemistry. 
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3140B2-63-B CAPLUS 

L-Norvaline. N-acetyl -L- <«-aspartyl -L- <>- aspartyl - L- isoleucyl - L- 
valyl- (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 314082-65-0 CAPLUS 

CN L-Norvaline, N- acetyl - L- c< -aspartyl - D- "-glutamyl - (2S> - 2 - 

cyclohexylglycyl -L-valyl- (4R) -4- ( 2 - naphtha lenyl met hoxy) -L-prolyl - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Biocompatible adhesive protein, and method for 
manufacture thereof 

Yamamoto, Hiroyuki; ohkawa, Kosaku; Nishida. Ayako 
Ueda Seni Kagaku Shinkokai, Japan,- Yamamoto, Hiroyuki 
,Jpn. Kokai Tokkyo Koho, 5 pp. 
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Patent 
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PATENT INFORMATION: 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



20001010 



JP 1999-39008 19990107 
JP 1999-39008 19990107 
adhesive protein containing amino acid sequence of 
Asp-oiu-Tyr-Lys, especially obtained froa freshwater 



JP 20002B1699 A 
PRIORITY APPLN. INFO. : 
AB The invention provides 
Lys-Hyp-Thr-Gln-Dopa-Se: 

mussel Limnoperna fortunei , suitable for use as a medical adhesive 
material . 
IT 300549-10-4 

RL : BOC (Biological occurrence); BSU (Biological study, unclassified); THU 
(Therapeutic use) , BIOL (Biological study) ,• OCCU (occurrence) ; USES (Uses) 
(biocompatible adhesive protein containing) 
RN 3 0054 9-10-4 CAPLUS 

CN L-Lysine, L- lysyl - (4R> -4 -hydroxy- L- prolyl - L- threonyl -L-glutaainyl -3 - 
hydroxy- L- tyrosyl -L-seryl -L- n-aspartyl - L- <i- glutamyl -L-tyrosyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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optimization of the P" -Region of Peptide Inhibitors of 
Hepatitis c virus NS3/4A Protease 

Ingal linel la, Paolo; Bianchi, Blisabetta; Ingenito, 



CORPORATE SOURCE: 
SOURCE : 



Raffaele; Koch, uwe, steinkuehler . christian, 
Altamura, Sergio; Pessi, Antonello 
IRBM P. Angeletti. Pomeza, 00040, Italy 
Biochemistry (2OO0), 39(42), 12898-12906 

CODEH : BICHAW; ISSN; 0006-2960 

PUBLISHER ; American Chemical Society 

DOCUMENT TYPE : Journal 
LANGUAGE : English 

AS Infection by Hepatitis C Virus (HCV> leads to a slowly progressing disease 
that over two decades can lead to liver cirrhosis or liver cancer. 
Currently, one of the most promising approaches to anti-HCV therapy is the 
development of inhibitors of the NS3/4A protease, which is essential for 
maturation of the viral polyprotein. Several substrate-derived inhibitors 
of NS3/4A have been described, all taking advantage of binding to the S 
subsite of the enzyme. Inspection of the S" subsite of NS3/4A show9 
binding pockets which might be exploited for inhibitor binding, but due to 
the fact that ground-state binding to the B" subsite is not used by the 
substrate, this does not represent a suitable starting point. The authors 
have now optimized S'-binding in the context of noncleavable decapeptides 
spanning P6-P4'. Binding was sequentially increased by introduction of 
the previously optimized P- region (Ingallinella et al. (1998) Biochem. 37, 
8906-8914), change of the P4 ' residue, and combinatorial optimization of 
positions P2*-P3'. The overall process led to an increase in binding of 
more than 3 orders of magnitude, with the best decapeptide showing ICB0 < 
200 pM. The binding mode of the decapeptides described in the present 
work shares features with the binding mode of the natural substrates, 
together with novel interactions within the S' subsite. Therefore, these 
peptides may represent an entry point for a novel class of NS3 inhibitors. 

IT 311J4B-25-1 31134B-J0-8 311348-33-1 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use), 
BIOL (Biological study). PROC (Process), USES (Uses) 

(optimization of P' -region of peptide inhibitors of hepatitis c virus 
NS3/4A protease in relation to antiviral therapy) 

RN 311348-25-1 CAPLUS 

CN L-Leucinamide, N- acetyl -L-u-aspartyl-L- a-glutamyl - P- 

phenyl - L-phenylalanyl - L- isoleucyl - 3 -cyclohexyl -L-alanyl - L-cysteinyl -L- 
prolyl-L-norleucyl- (4R) -4 -hydroxy- L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. , 




RN 311348-30-8 CAPLUS 

CN L-Leucinamide, N -acetyl - L- <i-aspartyl - L- ci -glutamyl • f)- 

phenyl - L-phenylalanyl -L- isoleucyl - 3 -cyclohexyl -L-alanyl-L-cysteinyl-L- 
prolyl-3-cyclohexyl-L-alanyl- <4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 311348-33-1 CAPLUS 

CN L-Leucinamide, N- acetyl -L-'i-aspartyl - L- <i-g lutamyl - f+- 

phenyl - L-phenylalanyl -L- isoleucyl - 3 -cyclohexyl - L-alanyl - L-cysteinyl - L- 
prolyl - (<iS) -'i-aminobenzenebutanoyl - (4R) -4 -hydroxy- L-prolyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CAPLUS COPYRIGHT 2007 ACS on STN 
2000:609838 CAPLUS 
133:331207 

Serine proteases inhibiting cyanopeptides 
Radau, o. 

Department of Pharmaceutical/Medicinal Chemistry. 
Institute of Pharmacy, Ernst -Moritz-Arndt-Univeraity, 
Greif swald, Germany 
Pharmazie (2000), 55(8), 555-560 
CODEN: PHARAT; ISSN: 0031-7144 
oovi-verlag Pharmazeutischer Verlag 
Journal; General Review 
Engl ish 

AB A review with 42 refs. There are many compds. inhibiting serine proteases 
which play an important role in the human organism. This article reviews 
publications on the low-mol. weight, serine protease inhibitory cyanopeptides 
and reports on new developments in establishing structure-activity 
relationships. 

IT 184682-38-0. Spumigin A 164682-39-1. Spumigin Bl 

RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 
study, unclassified); PRP (Properties),- BIOL (Biological study) 
(serine proteinase- inhibiting cyanopeptides) 

RN 1846B2-38-0 CAPLUS 

CN 2-Pyrrolidinecarboxamide, N- [4 - [ (aminoiminomethyl) amino) -1- 

(hydroxymethyl ) butyl 1 - 1 - I (2R) - 2- 1 [ (2R) - 2 - hydroxy- 3 - (4 -hydroxyphenyl ) -1- 
oxopropy 1 ) amino] • 4 - (4 -hydroxyphenyl ) - 1 -oxobutyl 1 -4-methyl-, (2S, 4 3) - (9C1) 

(CA INDEX NAME) 

Absolute stereochemistry. 




DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION : 

PATENT NO. 

JP 2000229998 
PRIOklTY APPLN. INFO. : 
OTHER SOURCE (S) : 



CODEN: JKXXAF 

Patent 

Japanese 



KIND DATE 

A 20000822 
MAR PAT 133:193492 



APPLICATION NO. 



RN 1B4682-39-1 CAPLUS 

CN L-Arginine, («R> -u. 4 - di hydroxybenzenepropanoyl - ( uR > - 

«-amino-4-hydroxybenzenebutanoyl- (4S> -4 -methyl - L- prolyl - (9CI ) (CA 

INDEX NAME) 

Absolute stereochemistry . 
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2000:587076 CAPLUS 
133 : 193492 

Preparation ot cyclopeptideg or cyclic deps: 
as antifungal agents 
Barett, David; Tanaka, Akira,- Okitsu, Osamu; Harada. 
Keiko,- ohki , Hidenori; Yamanako, Hideaki,- Kawabata, 
Koji 

Fujisawa Pharmaceutical Co., Ltd.. Japan 
Jpn. Kokai Tokkyo Koho. 300 pp. 
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AB The title compda . £1; Rl > H, alkyl, lower alkoxyalkyl. C02H. 

(un) substituted CONH2, aryl. lower (ar)alkyl, or heterocyclic carbonyl/ R2 
■ (un) protected C02H, (un) substituted heterocyclic carbonyl. 
(un) substituted NH2, N*(R5)3.X- ; wherein R5 - (un) substituted lower alkyl 
or alkenyl,- x » acid residue; Rll • HO, (un) substituted lower alkoxy; R12 

• H. halo; R13 - H , N02 . NH2 . acyl amino; or Rll and R13 are bonded 
together to form o-CONH or -O-C-CONH,- R14 « cyano, (un) substituted CONH2, 
(un) protected lower aminoalkyl, Z • O, NH. alkyl-N; P - (CH2)n/ n - 0.1J, 
which inhibit the biosynthesis of re-1, 3-glucan and are useful for 

the treatment or prevention of bacterial infection, e.g. pneumonia caused 

by Pneumocystis carinii, are prepared Thus, I.HC1 (Rl ■ trldecyl, R2-A - 

H2N(CH2)3. Rll - OH. R12 - R13 ■ H. R14 ■ H2NCO. P - CH2. Z - O) was 

condensed with Et formimidate hydrochloride in the presence of 

di i sopropy lethy lami ne in DMF at room temperature for 4 days to give I.HC1 (R2-A 

* NH:CHNH(CH2)3; Rl. R2. Rll, R12, R13, R14, P, Z - same as above) which 
showed min. inhibitory concentration of 0.20 ug/mL against Candida albicans 

(FP633) . 
IT 289614-86-4 289633-84-7 

RL : RCT (Reactant); RACT (Reactant or reagent) 

(preparation of cyclopept ides or cyclic depsipeptides as antifungal agents) 
RN 289614-86-4 CAPLUS 

CN D-Al lothreonine. D- al lothreony I -D- a lanyl - L- tyrosyl -L- valyl - (4R) -4-hydroxy- 
L-prolyl -D-allothreonyl - L-threonyl - (3S) - 3 -hydroxy- L- prolyl- (3R) -3-hydroxy- 
L-glutaminylglycyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289633-84-7 CAPLUS 

CN L-Ornithine. D-al lothreonyl - D - a 1 anyl - L- tyrosyl -L-valyl- (4R) - 4 - hydroxy- L- 
prolyl- D-allothreonyl -L-threonyl - I3S) - 3 - hydroxy - L-prolyl - ( 3R > - 3 -hydroxy- L- 
glutaminylglycyl-D-allothreonyl-N5- ( (1, 1 -dimethylethoxy) carbonyl ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



n 

V J 



O r ¥ 

II I 



289615-14-1P 289615 15-2P 2B9615-20-9P 
2896J5-21-OP 289615-27-6P 2B961S-28-7P 
28961S-33-4P 289615-34-SP 289615-39-0P 
28961S-40-3P 289615-44-7P 289615-45-BP 
289615-51-6P 289615-52-7P 289615-S6-1P 
2S9615-62-9P 289615-63-0P 289615-6B-SP 
289615-69-6P 28961&-76-5P 289616-77-6P 
289615-81-2P 289615-82-3P 289616-92-SP 
2B9615-93-6P 289615-95-BP 

RL: RCT (Reactant); SPN (Synthetic preparation)/ PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclopeptidea or cyclic depsipeptides as antifungal agents) 



RN 209615-14-1 CAPLUS 

CN L-Ornithine. OS) - 3 - [4 " - pentyl tl , 1 ' - bi phenyl ) -4 -yl ) -N- 

[ (phenylmethoxy) carbonyl ) - fl-alanyl -D-allothreonyl-D-alanyl -L-tyrosyl- 
L-valyl- (4R) -4 -hydroxy-L-prolyl-D-allothreonyl-L-threonyl- OS) -3 -hydroxy- L- 
prolyl- OR) -3-hydroxy-L-glutaminylglycyl-D-allothreonyl-NS- [(1,1- 
dimethylethoxy)carbonyll - (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 
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RN 289615-15-2 CAPLUS 

CN L-Ornithine. ( 3S> - 3 - (4 ' -penty 1 [ 1 , 1 1 - biphenyl ) -4 -yl ) - P-alanyl-D- 
al lot hreonyl -D-alanyl -L-tyrosyl-L-valyl- (4R) -4-hydroxy-L-prolyl-D- 
al lothreonyl -L-threonyl - OS) - 3 - hydroxy-L- prolyl - OR) - 3 -hydroxy-L- 
glutaminylglycyl- D-al lot hreonyl -MS- Hi, 1 -dimethylethoxy) carbonyl) - (9CI) 
fCA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-20-9 CAPLUS 

CN L-Ornithine. <3S) • 3- [6- (hexyloxy) -2-naphthalenyl ] -N- 

l (phenylmethoxy) carbonyl ) - p-alanyl -D-al lot hreonyl -D-alanyl -L-tyrosyl- 
L-valyl - (4R) -4 -hydroxy- L- prolyl -D-al lothreonyl -L-threonyl • (3S) - 3 -hydroxy- L- 
prolyl- (3R» -3 -hydroxy -L- glutaminylglycyl-D- allot hreonyl -N5- t (1 , 1- 
dimethylethoxy) carbonyl | - OCT) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-21-0 CAPLUS 

CN L-Ornithine. OS) - 3 - [ 6 - (hexyloxy > - 2 -naphthalenyl) - P-alanyl-D- 

al lothreonyl -D-a lany 1 - L- tyrosyl - L- valyl - (4R) -4 -hydroxy -L-prolyl-D- 
al lothreonyl -L-threonyl - <3S) -3 -hydroxy -L- prolyl- OR) -3-hydroxy-L- 
glutaminylglycyl - D- a llothreony 1 - N5- ( (1 , 1 -dimethylethoxy) carbonyl) - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 269615-27-6 CAPUJS 

CN L-orni thine, I3S) -3- (4 ' - ( < 8 -roethoxyoctyl > oxy 1 [1 , 1 ■ -biphenyi ) -4-yl] - N- 
( (phenylmethoxy) carbonyl ] - p-alany 1 -D- al lothreonyl -D-alanyl -L-tyrosyl - 
L-valyl- (4 R) -4 -hydroxy- L- prolyl -D-al lothreonyl -L-threonyl - (3S> - 3 - hydroxy- L- 
prolyl • 13RI - 3 -hydroxy- L-glutami ny 1 gl ycy 1 -D-a 1 lothreonyl - NS - ((1.1- 
d i met hylethoxy) carbonyl | - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-28-7 CAPLUS 

CN L-Ornithine, (33) - i - [4 ' - 1 ( 8 -metnoxyoctyl )oxyl(l, 1 ' -biphenyi) -4-ylJ - P- 

alanyl -D-al lothreonyl -D-a lany 1 - L- tyrosy 1 -L-valyl - <4R) -4 - hydroxy- L- prolyl -D 
al lothreonyl -L-threonyl - (3S> - 3 - hydroxy- L- prolyl - (3R) - 3 - hydroxy- L- 
glutaminylglycyl -D-al lothreonyl -N5- (II, 1 -dimet hylethoxy) car bony 1 ] - (9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-33-4 CAPLUS 

CN L-Orni thine. (35) -1- [4"- [ ( 5 -methoxypentyl ) oxy] (1, 1 ' :4 ' , 1 * ' -terphenyl] -4- 
ylj -N- I (phenylmethoxy) carbonyl) - K- alanyl -D-al lothreonyl -D-alanyl - L- 
tyrosyl - L-valyl - (4R) - 4 - hydroxy- L- prolyl -D-al lothreonyl - L- threonyl - <3S> -3- 
hydroxy-L-prolyl - OR) - 3 - hydroxy- L-g lutaminylglycyl -D-al lothreonyl -NS- [(1,1- 
dimethylethoxy) carbonyl ] - (9CT) (CA INDEX NAME) 



PAGE 1-C 




RN 289615-34-5 CAPLUS 

CN L-Ornithine. OS)-3- M ■ •- [ ( 5 -methoxypentyl > oxy] [l.l'MM 1 ' -terphenyl] -4- 
yl) -fl-alanyl -D-al lothreonyl -D-alanyl-L-tyrosyl-L-valyl - (4R> -4-hydroxy- 
L-prolyl-D-allothreonyl-L-threonyl- OS) - 3 - hydroxy- L-prolyl - OR) -3-hydroxy- 
L-glutaminylglycyl-D-allothreonyl-N5- If 1 , 1 -dimethy lethoxy) carbony 1 ) - (9CI) 
<CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289616-39-0 CAPLiUS 

CN L-Ornithine, OS) -3- [4- U- ( hepty loxy ) • 2 - naphtha 1 enyl ) phenyl ) -N- 

[ (phenylmethoxy) carbony 1 1 - fi-alanyl - D- a 1 lothreonyl -0-alanyl -L-tyrosyl - 
L-valyl - (4R> -4 - hydroxy- L- prolyl - D-a 1 lothreonyl -L-threonyl - OS) -3 -hydroxy- L- 
prolyl - I3R) -3 -hydroxy -L -g lutaminylglycyl -D-a Hot hreonyl-N5- 1(1,1- 
dimethylethoxyJcarbonyl) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-40-3 CAPLUS 

CN L-Ornithine, OS) -3- [4- {6- (hepty loxy) -3-napht ha 1 enyl) phenyl) - p-alanyl- 
D- a 1 lothreonyl - D-a 1 any 1 - L- tyrosyl - L- valyl - (4R) -4-hydroxy-L-prolyl-D- 
a 1 1 ot hr eony 1 • L- 1 hreony 1 - 13 s) - 3 - hydroxy- L- prolyl - OR ) -3 - hydroxy- L- 
glucaminylglycyl -D-al lothreonyl -N5 - Ml, 1 -dimethylethoxy) carbony 1) - (9CI) 
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RN 289615-44-7 CAPLUS 

CN D- Al lot hreon ine . N- I ( pheny lme C hoxy ) carbonyl ) -L- a-glutamyl - (3R) -3 - 

hydroxyhexadecanoyl - D- a 1 lothreonyl - D- alanyl - L- tyrosyl - L- val yl - MR) -4 - 
hydroxy-L-prolyl-D-allothreonyl-L-threonyl- OS) - 3 -hydroxy-L-prolyl - OR) -3- 
hydroxy - L- glut ami nylglycyl- , 1- (1. 1- dimethyl ethyl) ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 2S961S-45-B CAPLUS 

CN D-Al lothreonine. L-» -glutamyl - OR) • 3- hydroxyhexadecanoyl -D- 

al lothreonyl -D-alanyl • L- tyrosyl -L- valyl - (4R) - 4 - hydroxy -L- prolyl -D- 
al lothreonyl -L-threonyl - (3S) • 3 • hydroxy- L- prolyl - OR) -3-hydroxy-L- 
glutaminylglycyl- , l • ( 1 , 1 -dime thy let hyl I ester (9d> (CA INDEX N 

Absolute stereochemistry. 
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RN 289615-61-6 CAPLUS 

CN D-Al lothreonine. NS- [(1.1 - dime thy let hoxy ) carbonyl ) -N2 - 

I (phenyl met hoxy I carbonyl J -L-ornithyl - (33) ■ 3 - hydroxyhexadecanoyl -D- 
al lothreonyl -D-alanyl -L- tyrosyl -l- valyl- (4R) -4 -hydroxy -L- prolyl -D- 
allothreonyl-L-threo»yi- (3S> -3 -hydroxy-L-prolyl - (3R) - 3 -hydroxy- L- 
glutaminylglycyl- I 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-52-7 CAPLUS 

CN D-Al lothreonine. N5- [ (l, 1 -dimethylethoxy ) carbonyl) -L-omithyl- OS) -3- 
hydroxyhexadecanoyl -D-al lothreonyl -D-alanyl -L-tyroayl-L- valyl- UR> -4- 
hydroxy- L- prolyl-D-al lothreonyl - L-threonyl - OS) -3- hydroxy -L-prolyl - OR) 
hydroxy-L-glutaminylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-56-1 CAPLUS 

CN L-Ornithine, N2- I (phenylmethoxy) carbonyl) -N-undecyl -L- <i-asparaginyl - 
D-al lothreonyl -D-al any 1 -L- tyrosyl -L-valyl - (4R) -4 -hydroxy -L- prolyl -D- 
allothreonyl -L-threonyl - (3S) - 3 - hydroxy- L- prolyl - OR) - 3 - hydroxy-L- 
glutaminylglycyl -D-al lothreonyl -N5- [ (1. 1 -dimethylethoxy) carbonyl ) - (»CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-62-9 CAPLUS 

CN L-Ornithine. OS) - 3 - [4 - (octyloxy) phenyl 1 - N- | (phenylmethoxy) carbonyl ) - 
P-alanyl -D-al lothreonyl -D- alanyl - L- tyrosyl -L-valyl - <4R> -4 - hydroxy - L- 
prolyl -D-al lothreonyl -L-threonyl - (3S) - 3 - hydroxy- L- prolyl -OR) -3-hydroxy-L- 
glutaroinylglycyl -D-al lothreonyl -N5- | (1, 1 -dimethylethoxy ) carbonyl ] - (9CI) 
{CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-63-0 CAPLUS 

CN L-Ornithine. OS) -3- [4- (octyloxy) phenyl] - P-alanyl-D-allothreonyl-D- 

alanyl - L- tyrosyl -L- val y 1 - I4R) - 4 - hydroxy- L-prolyl -D-al lothreonyl -L-threonyl- 
(3S) - 3 - hydroxy- L-prolyl - OR) - 3 - hydroxy- L-glutaminylglycyl -D-al lothreonyl - 
N5- [ (1, 1 -dimethylethoxy) carbonyl) • (9CII (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-68-5 CAPLUS 

CN L-Ornithine, N- I <3SI - 18-mechoxy- 1 -oxo-3- 1 [ (phenylmethoxy) carbonyl) aminoj oc 
tadecyl] -D-al lothreonyl - D- a 1 any 1 - L- tyrosyl -L- valyl - (4R) -4 - hydroxy- L- prolyl - 
D-al lothreonyl -L-threonyl - <3S> -3-hydroxy-L-prolyl- OR) - 3 - hydroxy- L- 
glutaminylglycyl -D-al lothreonyl -N5- ( (1, 1 -dimethylethoxy) carbonyl ] • (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-69-6 CAPLUS 

CN L-Ornithine, N- [ <3S> -3 -amino- 1 8 -methoxy- 1 -oxooctadecyl ] -D-allothreonyl -D- 



alanyl - L-tyrosyl * L- va lyl - (4 R ) • 4 - hydroxy- L- prolyl - D-allothreonyl -L- threonyl - 
(3S) -3-hydroxy-L-proly) - (3R) -3 - hydroxy-L-glutaminylglycyl-D-allothreonyl- 
NS - 1 ( 1 , 1 -dimethyl ethoxy > carbonyl I - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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RN 28961S-76-5 CAPLUS 

CN L-Ornithine, OR) -3 - (4 • (octyloxy) phenyl ) -N- | (pheny lmethoxy) carbonyl 1 - 
p-alanyl -D-allothreonyl -D-alanyl -L-tyrosyl -L-valyl- C4R> -4-hydroxy-L- 
prolyl-D-allothreonyl -L-threonyl- (3S) - 3 - hydroxy- L- prolyl - OR) - 3 -hydroxy- L- 
glutaminylglycyl -D-allothreonyl -NS- I ( 1 ,1 -dimethylethoxy) carbonyl] - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry . 
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RN 289615-77-6 CAPLUS 

CN L-Ornithine, (3R> - 3 - t4 - (octyloxy ) phenyl ] - |*-alanyl -D-al lothreonyl -D- 

al any 1 -L-tyrosyl -L-va lyl - (4R) -4 -hydroxy- L -prolyl -D-allothreonyl - L- threonyl - 
OS) -3-hydroxy-L-prolyl- ( 3R > - 3 - hydroxy- L-glutaminylglycyl -D-al lothreonyl - 
N5- (It. 1 -dimethylethoxy) carbonyl ] • <9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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RN 289615-81-2 CAPLUS 

CN D-Al lothreonine, N5 -(( 1 , 1 -dimethylet hoxy) carbonyl ) -N2- 

l (phenylmethoxy) carbonyl) -L-ornithyl -L- fl-aspartyl -D-allothreonyl -D- 
alanyl-L-tyrosyl-L-valyl - <4R) -4 - hydroxy- L- prolyl -D-al lothreonyl -L- threonyl - 
(3S) -3-hydroxy-L-prolyl- < 3R) - 3 - hydroxy- L-glutaminylglycyl- . 
2- (1 . 1 -dimethylethyl ) ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RW 2B9615-B2-3 CAPLUS 

CN D-Allothreonine. N5- ( ( 1 , 1 -dimet hy lethoxy) carbonyl ] -L-ornithyl-L- 

aspartyl- D-al lot hreonyl-D-alanyl-L- tyrosyl -L-valyl- <4R) -4 -hydroxy- L-prolyl - 
D-allothreonyi-L-threonyl- (3S) -3 -hydroxy -L-prolyl - OR) - 3 -hydroxy- L- 
glutaminylglycyl- . 2- <l . 1 -dimethylethyl ) ester (9CI) ICA INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-92-5 CAPLUS 

cn L-ornithine, o-octyl • N- [ (pheny lmethoxy) carbonyl 3 -D- tyrosyl -D-al lothreonyl- 
D-*lanyl -L- tyrosyl -L-valyl - <4R) - 4 - hydroxy- L-prolyl -D-al lot hreonyl -L- 
threonyl- OS) - 3 -hydroxy- L-prolyl • (3R) -3 -hydroxy -L-glut aminylglycyl-D- 
allothreonyl-NS- [U , l -dimethylethoxy) carbonyl) - (9CI) (ca INDEX NAME) 

Absolute stereochemistry. 
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RN 289615-93-6 CAPLUS 

CN L-Orni thine, O-octyl -D- tyrosyl - D-al lot hreonyl - D-al any 1 - L- 1 yrosy 1 - L- valyl - 
(4R> -4 - hydroxy -L- prolyl -D-al lot hreonyl -L-t hreonyl - OS) -3-hydroxy- L-prolyl - 
OR) -3 • hydroxy- L-glutaminylglycyl -D-al lot hreonyl -N5- I 0. 1- 



dimethy lethoxy) carbonyl 1 - (9C1) (CA INDEX NAME) 

olute stereochemistry. 
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RN 289615-95-8 CAPLUS 

CN L- ornithine, N-dodecyl - H-alanyl -D-al lot hreonyl -D-alanyl -L- tyrosyl -L- 

valyl - (4R) -4 -hydroxy- L-prolyl -D-al lot hreonyl -L-t hreonyl- (38) -3-hydroxy-L- 
prolyl- (3R) -3 -hydroxy-L-glutaminylglycyl-D-allothreonyl-N5- 1(1,1- 
dimethylethoxy) carbonyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Glycosylat ion/hydroxylat ion- induced stabi 1 i zac ion of 
Che collagen triple helix. 4-trans-Hydroxyproline in 
the Xaa position can stabilize the triple helix 
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AB we have shown recently that glycoaylation of threonine in the peptide 
Ac- (Gly-Pro-Thr) 10-NH2 with p-D- galactose induces the formation of a 
collagen triple helix, whereas the non-glycosylated peptide does not. In 
this report, we present evidence that a collagen triple helix can also be 
formed in the Ac- (Gly-Pro-Thr) 10-NH2 peptide, if the proline (Pro) in the 
Xaa position is replaced with 4-trans-hydroxyproline (Hyp). Furthermore , 
replacement of Pro with Hyp in the sequence Ac- (Qly-Pro-Thr O-D- 
GalJ)io-NH2 increases the Tm of the triple helix by 15.7". It is 
generally believed that Hyp in the Xaa position destabilizes the triple 
helix because ( Pro- Pro-Oly > 10 and (Pro-Hyp-GlyJ 10 form stable triple 
helixes but the peptide (Hyp- Pro-aly) 10 does not. Our data suggest that 
the destabilizing effect of Hyp relative to Pro in the xaa position is 
only true in the case of (Hyp-Pro-Gly) 10 . Increasing concns . of galactose 
in the solvent stabilize the triple helix of Ac- (Oly-Hyp-Thr ) 10-NH2 but to 
a much lesser extent than that achieved by covalently. United galactose. 
The data explain some of the forces governing the stability of the 
annel id/vestimenti teran cuticle collagens. 

IT 301523-82-0 

RL: PRP (Properties! 

(comparison of thermodn. parameters for the triple helix-coil 
transition of various peptides) 
RN 301523-82-0 CAPLUS 

CN L-Threoninamide, N-acety lglycyl - (4R> • 4 - hydroxy- L-prolyl -L-threonylglyeyl- 
<4R> -4 -hydroxy -L-prolyl -L-threony lglycyl - (4R> -4-hydroxy-L-prolyl-L- 
threonylglycyl- (4R1 - 4 - hydroxy- L-prolyl - L- threony lglycyl - (4R) -4-hydroxy-L- 
prolyl -L-threonylglycyl - <4R) -4 -hydroxy-L-prolyl-L-threonylglycyl- (4R> -4- 
hydroxy- L-prolyl -L-threonylglycyl - (4R) -4 -hydroxy- L- prolyl -L-threonylglycyl - 
(4R) -4-hydroxy-L-prolyl-L-threonylglycyl- (4R) -4 -hydroxy- L-prolyl - (SCI) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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occurrence), BSU (Biological study, unclassified)/ PRP (Properties); BIOL 
(Biological study) ; OCCU (Occurrence) 

Iheptaibin, a novel antifungal peptaibol antibiotic produced by 
Emericel lops is) 
RN 291311-47-2 CAPLUS 

CN Alaninamide, N- acetyl - L- phenyl a lany 1 - 2 -methylalanyl - 2-methylalanyl - 2- 

methylalanyl -L- valylglycyl -L- leucyl - 2 -met hylalanyl - 2-methylalanyl - (4R) -4- 
hydroxy-L-prolyl - L- glut aminy 1 -2-methylalanyl - (4R) -4 - hydroxy- L-prolyl -N- 
( ( IS ) - 1 - (hydroxymet hy 1 ) - 2 - phenyl et hyl ) - 2 -methyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Heptaibin, a novel antifungal peptaibol antibiotic 
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solation protocol is given of heptaibin produced by 



.3 -Pr-i 




Emericel lopsis , a tungus from rice root. The substance was co- isolated 
with emerimicin. Its structure was determined by fab-ms, esi-ms, and NMR as 
similar to emerimicin, where iso-Val is replaced by u- 

aminoi3obutyric acid. Val , Leu, Glu. Phe, and Phol were determined to be L and 
Hyp to be L-4-trans. Gram- poo . bacteria and fungi were inhibited (64 
ug/mL) while the activity against protozoa was moderate (Rhabditella 
pseudoelongata) at 50 ug/mL. 
291311-47-2, Heptaibin 

RL: BAC (Biological activity or effector, except adverse). BOC (Biological 
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A8 Peptidyl heterocyclic ketones A-NRCR1R2CO-E [A - substituted 
cy c 1 oa 1 ky 1 car bony 1\ norbornanecarbonyl , norbornenecarbonyl . 
adamantanecarbonyl . arylcarbonyl , heteroa ry 1 carbonyl , ami noalkyl car bony 1 , 
an amino acid or dipeptide residue, etc.- R, Rl - H. alkyl; R2 - amino-, 
guanidino-, a lkylguanidino- , dialkylguanidino- , amidino-. alkylamidino- , 
dialkylamidino- , or alkoxyalkyl, (un) substituted Ph. benzyl, pyridyl. 
pyridyl-, pyrimidyl-. triazinyl-, or imidasoalkyl , imidazolinyl- , 
N-amidinopiperazinyl - , hydroxy-, alkylamino-, dialkylamino- , 
N-amidinopiperidinyl-, or 4 -aminocyclohexylalkyl ; B - (un) substituted 
heterocyclyl) and their pharmaceutical ly acceptable salts and prodrugs 
were prepared as tryptase inhibitors and are therefore effective for the 
prevention and treatment of inflammatory diseases associated with the 
respiratory tract, such as asthma and allergic rhinitis. Thus, 
<2S,4R> -1-acetyl-N- IUS1-4- ( (aminoiminomethyl ) amino) - 1 - (2- 
benzothiazolylcarbonyl ) butyl ) -4 - hydroxy- 2 - pyrrol idinecarboxamide was 
prepared by a seven-step procedure starting from Boc-Arg (Te) -OH (Boc, 
tert-butoxycarbonyl . Ts « tosyl) , benzothiazole, and trans-l-acetyl-4- 
benzyloxyl-L-proline and showed IC50 » 0.036 t 0.031 uM for 
inhibition of tryptase. 

IT 2871B2-S0-7P 2B7182-51-8P 287182-52-9P 
2B7182-74-5P 287182-75-6P 2B1183-00-0P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study). PREP (Preparation); USES (Uses) 

(preparation of peptidyl heterocyclic ketones useful as tryptase inhibitors) 

RN 2 B7 182 -50 -7 CAPLUS 

CN 2-Pyrrolidinecarboxamide, l-acetyl -N- { US) -4- ( (aminoiminomethyl > amino) -1- 
(2-benzothiazolylcarbonyl)butyl) -4-hydroxy-, (2S.4R)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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287182-51-8 CAPLUS 

2-Pyrrolidinecarboxamide, l-acetyl -N- [ (is) -4- 1 (aminoiminomethyl ) amino) -1- 
(2-benzothiazolylcarbonyl ) butyl ) -4-hydroxy-, (2S.4R) 
mono(tri f luoroacetate) (salt) (9CI) (CA INDEX NAME) 
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Absoluce stereochemistry. 



RN 287182-52-9 CAPLUS 

CN 2-Pyrrol idinecarboxamide , 1-acetyl-N- 14- | (aminoiminomethy 1 ) amino) - 1 - ( 2- 
benzot hi a zolyl carbonyl ) butyl ) - 4 - hydroxy- , monohydrochlor ide , (2S , 4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 287182-75-6 CAPLUS 

CN 2-Pyrrolidinecarboxamide, 1-acetyl-N- (5 -amino- 1 - (2 - 

benzothiazolylcarbonyl ) pentyl I -4 - hydroxy- , (2S.4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 2871B3-00-0 CAPLUS 

CN 2- Pyrrol idinecarboxamide, l - acetyl - N- (4 - ( (aminoiminomethyl) amino) -1- (2- 

benzothiazolylcarbonyl ) butyl) -4-hydroxy- , I2S.4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 287182-74-5 CAPLUS 

CN 2- Pyrrol idinecarboxamide, 1 -acetyl -N- (4 - ( (aminoiminomethyl ) amino) - 1- (2- 
thiazolylcarbonyl ) butyl I -4 -hydroxy- , (2S.4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 287182-89-2P 287182-90-5P 287183-01-1P 

RL: RCT (Reactant) ,• SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of peptidyl heterocyclic ketones useful as tryptase inhibitors) 
RN 287182-89-2 CAPLUS 

CN 2 -Pyrrol idinecarboxamide. 1-acetyl-N- 1 (IS) -1- (2- 

benzothiazolylhydroxymethyl) -4- ! |imino( t (4 -methyl phenyl ) sul fonyl) amino! met 
hyl ) amino! butyl] -4- ( phenyl met hoxy) -, (2S,4R>- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 287182-90-5 CAPLU5 

CN 2-Pyrrolidinecarboxamide. l-acetyl-N- ( (IS) -1- (2-benzothiazolylcarbonyl ) -4- 
[ (imino I ( U- methyl phenyl > sul fonyl 1 amino) methyl ] amino] butyl ) - 4 - 
(phenylmethoxy) - , (2S.4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 281183-01-1 CAPLUS 

CN 2 - Pyrrol idinecarboxamide. l-acetyl-N- [ US) -1- (2- 

benzothiazolylhydroxymethyl ) -A - [ [imino [ 1 (4 -methoxy-2, 3,6- 
trimethyl phenyl ) sul fonyl I amino] methyl ) amino] butyl] - 4 -hydroxy- , 
(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CASREACT 13 3:252728 
Allylic esters of TFA-protected amino acids undergo asyra. Claisen 
rearrangements in the presence of cinchona alkaloids, giving rise to 
. y,S-unsatd. amino acids in a highly stereoselective fashion. 
Subsequent iodolactonization, bi eye] i rat ion and opening of the lactone 
ring with nucleophiles such as amino acids or peptides provides 
hydroxyproline derivs. directly incorporated into peptides. 

IT 294846-56-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of cis- substituted hydroxyprol ines from nucleophilic ring 
opening of bi cyclic lactones) 
RN 294846-56-3 CAPLUS 

CN Glycine, (3R.4R) -4 - hydroxy- 3 -methyl - 1 - (t ri f luoroacetyl > -D-proIyl-L- 
isoleucyl-, 1 . 1 - dimethy lethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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IT 294846-57-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation).- RACT 
(Reactant or reagent) 

(preparation of peptides containing cis-substituted hydroxyprol ines) 
RN 294846-57-4 CAPLUS 

CN L-Phenylalanine, (3R.4R) -4 - hydroxy- 3 -methyl - 1 - (tri f luoroacetyl) -D- prolyl - L- 
isoleucyl-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (->. 
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RL: SPN (Synthetic preparatio 
(preparation of peptides c 
294846-58-5 CAPLUS 
L- Phenylalanine. N-iU.l-dime 
hydroxy- 3 -methyl -D- prolyl -L- i i 
INDEX NAME) 



PREP (Preparation) 
aining cis-substituted hydroxyprol i nes 



hylethoxy) carbonyl] -t.-alanyl- <3R, 4R) -4- 
oleucyl-, l. l-dimethylethyl ester (9CI) 



Absolute stereochemistry. Rotation (-). 
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MAR PAT 133:144924 

AB Peptides are disclosed to treat patients suffering from depression. The 
peptides are modifications of the tripeptide hormone WF. including 
modification of amino terminus residues, carboxyl terminus residues and 
internal residues, including addition and substitution of amino acid residues 
and modification of the peptide bonds and functional side groups of resp. 
amino acid residues. The tri-, tetra-, penta-, peptides and polypeptides 
of the present invention may be utilized alone or in combination to treat 
patients suffering from depression. 

IT 173071-84-6P 173071-92-6P 173071-94-8P 
173072-05-4P 173072-10-1P 173072-12-3P 
173240-12-SP 173240-13-6P 173240-15-8P 
173240-22-7P I73240-27-2P 2241B7-63-7P 
235977-61-9P 2B5977-62-OP 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified),- PRP (Properties); spn (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(uses) 

(MIF derivative peptides for antidepressants) 
RN 173071-84-6 CAPLUS 

CN Glycinamide , 4 -fluoro-L- phenyl a lany t - US) -4 - hydroxy- L- prolyl -L-isoleucyl- 
(9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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RN 173071-92-6 CAP [.US 

CN L-Tryptophanamide, 4- f luoro-L-phenylalanyl - (4S) -4 -hydroxy-L-prolyl-L- 
isoleucylglycyl- I9C1) (CA INDEX name > 

Absolute Stereochemistry. 



PAGE 1-A 




RN 173071-94-fl CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - US) - 4 - hydroxy- L- prol yl - L- 
arginylglycyl- <9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 



Absolute stereochemistry. 

PAGE 1-A 
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- OMe 

RN 173072-10 -1 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L- pheny lalany 1 - (4S) -4 -hydroxy- L-prolyl -L - 
arginylglycylglycyl - (9CI) ICA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 



173072-05-4 CAPLUS 

L-Tryptophanamide. O-methy) -L-tyrosyl - US) -4 - hydroxy- L- prolyl - L- 
arginylglycyl - (9CI) <CA INDEX NAME) 



RN 173072-12-3 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl - L- 
arginylglycyl-L-iaoleucylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 173240- 12- S CAPLUS 

CN Glycinamide. 4 - f luoro- L- pheny 1 a 1 any 1 - (4R) -4 - hydroxy -L-prolyl - L- i soleucy 1 - 

<9Cl> (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 



X. 



^ 1 



RN 173240-13-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) - 4 - hydroxy- L-prolyl -L- 
isoleucylglycyl - (9CI) (CA INDEX NAME ) 



■ •. nh i o 1 — ' 




RN 173240- IS- 8 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L-phenylalanyl - <4R> -4 -hydroxy- L-prolyl-L- 
arginylglycyi- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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RN 173240-22-7 CAPLUS 

CN L-Tryptophanamide, O-methy 1 - L-tyrosyl - (4R) -4 -hydroxy- L-prolyl -! 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 173240-27-2 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L- pheny la lany 1 - (4R) -4 - hydroxy - L- prolyl -L- 
arginylglycylglycyl - <9C1I (CA index name) 

Absolute stereochemistry. 



T 



RN 224187-63-7 CAPLUS 

CN Glycinamide. 4 - chloro- L- phenylalany 1 - (4R) -4 - hydroxy- L-prolyl -L-isoleucyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 285977-61-9 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L- pheny 1 a 1 any 1 - (43) -4 - hydroxy -L-prolyl -L- 
arginylglycyl-L- i sol eucylglycyl - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 285977-62-0 CAPLUS 

CN Glycinamide. 4 - ch 1 or o-L- pheny lal any 1 - 14S) -4 - hydroxy -L-prolyl - L- isoleucyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CI, 




IT 208999-95-5 208999-96-6 224187-66-0 

224187- 67-1 224187-89-7 224187-90-0 
2241B7-91-1 224187-96-6 224187-99-9 

224188- OO-S 224188-01-6 286862-69-9 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(MIP derivative peptides for antidepressants) 
RN 208999-95-5 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenyla lanyl - (4S> -4 - hydroxy- L- prolyl -N6- 
(aminoiminoroethyl I - L- lysylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




PAOB 1-A 




PAGE 1-B 

- F 

RN 224187-66-0 CAPLUS 

CN 3-lsoquinolinecarboxamide, 4 - f luoro- L- phenyls lanyl - (4R) -4 -hydroxy- L-prolyl - 
L-arginylglycyl-1. 2 , 3 . 4 - tet rahydro- , OS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 224187-67-1 CAPLUS 

CN L-Tryptophanamide, 4 -cyano-L-phenylalanyl - (4R) -4 -hydroxy -L-prolyl -L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 208999-96-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - <4R) -4 - hydroxy- L-prolyl - N6 • 
(aminoiminosnethy 1 ) - L- lysylglycyl - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



PAGE 1-A 




OH 



PAGE 1-B 

„-CN 

RN 224187-89-7 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L-phenyla lanyl - (4R) -4- hydroxy -L- prolyl -L- 
arginylglycyl-4-f luoro- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

RN 2241B7-90-0 CAPLUS 

CN L-Tryptophanamide, 4 • Uuoro-L-phenylalanyl - <4R> -4 - hydroxy- L- prolyl - L- 
arginyiglycyl- 7 -methyl- <9CI> (ca index NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 



PAG 8 1-B 

- P 

RN 2241B7-91-1 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalany 1 - <4R) -4-hydroxy-L-prolyl-5. 5, S- 
trifluoro-L-leucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




RN 2241B7-96-6 CAPLUS 

CN 3-Isoquinolinecarboxamide, 4- f luoro- L-phenylalanyl- (48) -4 - hydroxy- L- prolyl - 
L-arginylglycyl-l,2.3.4-tetrahydro-. OS)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 2241B7-99-9 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L- phenyla lanyl - (4S) -4 - hydroxy- L- prolyl -L- 
arginylglycyl-4-f luoro- I9CI) (ca index name) 

Absolute stereochemistry. 



PAGE 1-A 




RN 2 24 1 B 8 - 00 - 5 CAPLUS 

CN L-Tryptophanamide , 4 - f luoro - L- phenyl a 1 any 1 - <4S ) -4 -hydroxy - L- prol y 1 - L- 
arginylglycyl-7-methyl- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGB 1-B 



RN 224188-01-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalany 1 - (4S) -4 -hydroxy-L-prolyl-S. S. S- 
trif luoro-L-leucylglycyl- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 

PAGB 1-A 




RN 286862-69-9 CAPLUS 

CN L-Tryptophanamide, 3 , 4 -di chloro- L-phenylalanyl - (4R> -4 -hydroxy -L- prolyl -L- 
arginylglycyl- <9Ci) (ca INDEX name) 



Absolute stereochemistry. 



PAGE 1-A 
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IT 173071-93-7P 173071-97-1P 173072-02-1P 
173072-2S-BP 173240-11-4P 173240-14-7P 
173240-17-OP 173240-1B-1P 1T3240-19-2P 
173240-21-6P 173240-2S-0P 173240-26-1P 
173240-38-3P 173240-36-3P 2241B7-65-9P 

RL: BAC (Biological activity or effector, except adverse) ,• BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use), 
BIOL (Biological study); PREP (Preparation), USES (Uses) 
(MI F derivative peptides for antidepressants) 
RN 173071-93-7 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L-phenylalanyl - (4S) -4 - hydroxy- L- prolyl - L- 
leucyiglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




0 



PAGE 1-B 



RN 173071-97-1 CAPLUS 



CN L-Tryptophanamide, 3- f luoro-L-phenylalanyl - (46) -4 - hydroxy- L- prolyl - L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGB 1-A 




RN 173072-02-1 CAPLUS 

CN L-Tryptophanamide, 4 -amino- L- phenyl a 1 any 1 - (48) -4 -hydroxy- L- prolyl -L- 
arginylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

.- NH 2 



RN 173072-25-8 CAPLUS 

CN L-Tryptophanamide, 4 - t luoro-L-phenylalanyl - <4S) - 4 - hydroxy- L- prolyl -D- 
arginylglyeyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE l-A 




OH 



PAGB 1-A 




0 



PAGE 1-B 



RN 173240-11-4 CAPLUS 

CN Glycinamide, 4 - f luoro- L-pheny 1 a lanyl - <4R) -4 - hydroxy- L- prolyl - L- leucyl - 

(9CU (CA INDEX NAME) 

Absolute stereochemistry. 




HO 



•RN 173240-14-7 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L-pheny lalanyl - (4R) - 4 - hydroxy- L- prolyl - L- 
leucylglycyl - (9CI) (CA INDEX NAME) 



RN 173240-17-0 CAPLUS 

CN L-Tryptophanamide, 2- f luoro-L-phenylalanyl - (4R) - 4 -hydroxy-L- prolyl- L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 173240-18-1 CAPLUS 

CN L-Tryptophanamide, 4 -chloro-L-phenylalanyl- (4R) -4-hydroxy-L-prolyl-L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



PAGE 1-A 



PAGE 1-A 




OH 



PAGE 1-B 

RN 173240-19-2 CAPLOS 

CN L-Tryptophanamide, 4 -amino- L-phenylalanyl • <4R> -4 -hydroxy- l- prolyl -L- 
arginylglycyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 




PAOB 1-B 

NO 2 

RN 173240-25-0 CAPLUS 

CN L-Tryptophanamide. 4- ( luoro- L- phenyl alanyl - MR) -4 -hydroxy-L-prolyl-L- 
alloisoleucylglycyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




0 



RN 173240-21-6 CAPLUS 

CN L-Tryptophanamide, 4 -nitro-L-phenylalanyl - <4R> -4 - hydroxy- L- prolyl - L- 
arginylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 173240-26-1 CAPLUS 
CN L-Tryptophanamide. 3 
arginylglycyl - (9CJ) 

Absolute stereochemistry. 



(3-pyridinyl > -L-alanyl - (4R) -4-hydroxy-L-prolyl-L- 
(CA INDEX NAME) 




OH 



RN 173240-23-3 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L- phenyl a lanyl - <4R) -4 - hydroxy- L- prolyl - L- 
arginyl -L- isoleucylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 
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PAGE 1-B 



RN 224187-65-9 CAPLUS 

CN L-Tryptophan. 4 - f luoro- L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl -N6 - 
(aminoiminomethyl) - L- lysy Iglycyl - <9CI) <CA INDEX NAME) 

Absolute stereochemistry, 



PAGE 1-A 




OH 



RN 173240-36-3 CAPLUS 
CN L-Tryptophannmide, 4- 
arginylglycyl - (9CI) 

Absolute stereochemistry. 



-4-hydroxy-L-prolyl - D- 



173072-20-3 173240-29-4 173240-30-7 

173240-31-8 173240-32-9 173240-33-0 

173240-34-1 224187-68-2 286862-3B-2 

286862-39-3 286862-43-9 286862-44-0 

286862-46-2 286862-47-3 206862-48-4 
286662-50-8 286862-51-9 
RL: PRP (Properties) 

(unclaimed protein sequence; tri- 



their therapeutic use as an antidepressant agents) 



penta-, and polypeptides and 



RN 173072-20-3 CAPLUS 

CN Olycinamide. (4R) -4 - hydroxy- L-prolyl - L- isoleucylglycyl - (4 R > - 4 -hydroxy- L- 
prolyl-L-isoleucyl- Oci) <ca INDEX name) 

Absolute stereochemistry , 



LI 
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:i H 



RN 173 240-29-4 CAPLUS 

CN Qlycinamide. 4 - f luoro- L-pheny la lanyl - (4R) - 4 - hydroxy- L-prolyl - L- 
isoleucylglycyl-L-tryptophyl- (9CI) {CA index name) 



Absolute stereochemistry. 




RN 173240-31-8 CAPLUS 

CN Qlycinamide, 4- f 1 uoro- L- phenylalany 1 - <4R) -4 - hydroxy- L- prolyl -L- 
leucylglycyl-L-tryptophyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 173240-30-7 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L- phenylalany 1 - (4R) -4 -hydroxy- L-prolyl -L- 
isoleucylglycyl-L-tryptophylglycyl- OCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 173240-32-9 CAPLUS 

CN L-Tryptophanamide, 4 -f luoro-L-phenylalanyl - <4R> -4-hydroxy-L-prolyl-L- 
leucylglycyl-L-tryptophylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 173240-33-0 CAPLUS 

CN Qlycinamide. 4 - I luoro-L-phenylalanyl - UR) - 4 - hydroxy- L-prolyl -L- 
arginylglycyl-L-tryptophyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




RN 173240-34-1 CAPLUS 

CN L-Tryptophanamide, 4- f luoro-L-phenylalanyl - <4R> -4 -hydroxy-L-prolyl -L- 
arginylglycyl-L-tryptophylglycyl- (9CI) (CA index NAME) 




RN 224187-68-2 CAPLUS 

CN L-Tryptophanamide, 4 - fluoro- L- phenyl al any 1 - (4R> -4 - hydroxy-L-prolyl -D- 
leucylglycyl- (9CD (ca index name) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

.-? 

RN 286862-38-2 CAPLUS 

CN Glycinamide, L - 1 ryptophyl - (4 R ) - 4 - hydroxy - L-prolyl - L- leucyl- (9CI) {CA 

INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



RN 286862-39-3 CAPLUS 

CN Olycinamide. L- tryptophyl - (4R) - 4 - hydroxy- L- prolyl - L- i soleucyl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



|| || "« -\ 



S ^ 
0 Me 

RN 286862-43-9 CAPLUS 

CN Olycinamide, L-phenylalanyl -L-tyrosyl - (4R) -4 - hydroxy- L-prolyl -L- leucyl - 
I9C1) CCA INDEX NAME) 

Absolute stereochemistry. 

Ph 



RN 286862-44-0 CAPLUS 

CN Olycinamide, L- phenylal any 1 -L-tyrosyl - <4R> - 4 - hydroxy- L-prolyl - L- i soleucyl - 
<9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



a 



r 



RN 286862-46-2 CAPLUS 

CN olycinamide, L-tyrosyl -L-tyrosyl - <4R) -4 - hydroxy- L- prolyl -L- leucyl- <9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



.!' if 



\ 3/ N Bu-i 
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RN 286862-47-3 CAPLUS 

CN olycinamide. L-tyrosyl -L-tyrosyl - (4R> -4 - hydroxy- L-prolyl -L- i soleucyl - 

(9CI) (CA INDEX NAME) • 

Absolute stereochemistry. 



r I 

K ^ c .Et 



RN 2B6862-48-4 CAPLUS 

CN L-Tryptophanamide, L- pheny la lanyl - <4R) -4 - hydroxy- L-prolyl *L- leucylglycyl - 



<9CI> (CA INDEX NAME) 
Absolute stereochemistry. 




■•v 



RN 2B6862-50-8 CAPLUS 

CN L-Tryptophanamide, L- pheny la lanyl - (4 R) -4 - hydroxy- L-prolyl -L- 
isoleucylglycyl- (9Ci> (CA index name) 

Absolute stereochemistry. 



II H < II i 

I 



RN 286862-S1-9 CAPLUS 

CN L-Trypr.ophanamide, L-tyrosyl - (4R> -4 - hydroxy- L- prolyl - L- leucylglycyl - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: Total synthesis and antifungal evaluation of cyclic 

aminohexapeptides 
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AB Naturally occurring hexapeptide echinocandin B (1) has shown potent 
antifungal activity via its inhibition of the synthesis Of p-1.3 
glucan, a key fungal cell wall component. Although this series of agents 
has been limited thus far based on their physicochem. characteristics, we 
have found that the synthesis of analogs bearing an aminoproline residue 
in the 'northwest' position imparts greatly improved water solubility (>5 
rog/mL) . The synthesis and structure-activity relationships (SAR) based on 
whole cell and upon in vivo activity of the series of conpds. are 
reported. 

IT 296774-21-SP 296774-22-6P 296774-23-7P 
296774-24-8P 296774-25-9P 296774-26-0P 
296774 -29-3DP , resin-bound 296774-30-6P 
296774-33-9P 296774-3S-1P 296774-37-3P 

296774- 49-7DP . resin-bound 2 9 6774 - SO - 0DP , resin-bound 

296775- 11-6P 29677S-30-9P 296775-31-0P 
296775-32-1P 29677S-33-2P 296775-34-3P 
29677S-3S-4P 296775-36-SP 296775-37-6P 
296775-38-7P 296775-39-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(total synthesis and antifungal evaluation of cyclic aminohexapeptides) 
RN 296774-21-5 CAPLUS 

CN Benzenebutanoic acid, O- (1 , l-dimethylethyl > -N- I (9H- f luoren-9- 

yl met hoxy) car bony 1 ] - L-threonyl - (4R) -4- (1 , 1 -dimethyl ethoxy) -L-prolyl - 
n-amino-4 - (1, 1 -dimethylet hoxy ) - , 1 , 1 -dimethylethyl ester. 

<<iS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



II 



OBu-t 
HN^ .0 




RN 296714-22-6 CAPUTS 

CN Benzenebutanoic acid, N2- ( (9H- f luoren-9-ylmethoxy) carbonyl ) -N5- 

{ (phenylmethoxy) carbonyl ] - L- orni thyl -0- [ 1 , 1-dimethylethyl ) • L-threonyl - t4R) - 
4 - < 1 , 1 -dimethylethoxy) -L-prolyl - u-amino-4- U. 1- dimethylethoxy) - . 
l. l-dimethylethyl eater. dtS)- (9CI) <ca index name) 

Absolute stereochemistry. 



* t-BuO Me 

V\ (> II 



II " 



...A. 




^„ 



CN Benzenebutanoic acid. N2- t (4 ' ' - (pentyloxy) (1. 1 1 :4 ' , 1 * ' -terphenyl) -4- 

y) J carbonyl 1 -N5- I (phenylmethoxy) carbonyl } - L-ornithyl -O- (1 . 1-dimethylethyl ) - 
L-threonyl- (4R>-4- (1, 1 -dimethylethoxy) - L-prolyl - a-amino-4- (1, 1- 
dimethylethoxy) - , 1 , 1-dimethylethyl ester, <aS) - (SCI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me^ ^OBu-t 



.. . .is 




RN 296774-24-8 CAPLUS 

cn Benzenebutanoic acid. N2- [ 14 "•- (pentyloxy > I 1 . 1 ' :4 '. 1 •■ -terphenyl 1 -4- 
yll carbonyl ] -L-orni thyl -O- (\, 1 -dimethy lethy 1 1 -L-threonyl- (4R) -4- (1.1- 
dimethylethoxy) -L-prolyl- u-amino-4 - (1, 1 -dimethylethoxy) -. 
1, l -diroethylethyl ester, (<iS»- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 296774-23-1 CAPLUS 
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(CH 2 >< 
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CN Benzenebutanoic acid, NS- ( (4 S> -4 - a zido- 1 - I (9H- f luoren- 9- 

ylmethoxy) carbonyl) -L-prolyl) -N2- [ J4 ' ' - (pentyloxy) [1, 1' ;4 -.1 • ■ -terphenyl! - 
4 -yl] carbonyl] - L-orni thy 1 -0- ( 1 , 1-dimethylethyl ) -L-threonyl- (4R) -4- (1. 1- 
dimethylethoxy) -L-prolyl- u-amino-4- (1, 1 -dimethylethoxy ) - , 
1. 1-dimethylethyl ester, («S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

Me 0 

<CH 2 >4 j 




t-BuO' " 



RN 296774-26-0 CAPLUS 

cn Benzenebutanoic acid, NS- (N- I (1,1 -dimethylethoxy) carbonyl) -O- ( 1 , 1 - 
dimethyl ethyl ) -L-threonyl - <4S) -4 -azido- L-prolyl I -N2- ( (4 ' * - 
(pentyloxy) [1, 1 ' :4 ' . l ' ' -terphenyl) - 4 -yl ) carbonyl) -L-ornithyl-O- (1.1- 



dimethylethyl) -L-threonyl- (4R) -4- (l, l -dimethylethoxy) -L-prolyl- u- 
amino-4- (1 , 1 -dimethylethoxy) -. 1 . 1 -dimethylethyl ester. <«S>- <9CI> 
<CA INDEX NAME) 

Absolute stereochemistry. 
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RN 296774-29-3 CAPLUS 

CN Benzenebutanoic acid, N2- ( [4 1 ■ - (pentyloxy) (1, l ' :4 ' , l ' ' -terphenyl) -4- 
yl] carbonyl} - L-orni thyl -0- ( 1 . 1 -dimethylethyl) -L- threonyl - (4R) -4- (1, 1- 
dimethylethoxy) -L-prolyl - «- ami no -4 -hydroxy- , 1 , 1 -dimethylethyl 
ester, luS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<CH 2 U |- 
t 




RN . 296774-30-6 CAPLUS 

CN Benzenebutanoic acid, H5- IN- ( (1 , 1 -dimethylethoxy) carbonyl J -L-threonyl- (4H) - 



4 -hydroxy -L-prolyl ) -N2 - 1 14 ' ' - (pentyloxy) tl. 1 * :4 ' , 1 1 ' -terphenyl 1 -4 - 
yl) carbonyl) - L- ornithy 1 - 0- II, 1-dimethylethyl) - L- threonyl - (4R) -4 - II, 1- 
dimethylethoxy) -L-prolyl - <»- ami no- 4 - hydroxy- , 1 , 1-dimethylethyl 
ester, <uS) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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.'"■5s. S HN. 
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-3 " 

Me OBu-t 
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CN Benzenebutanoic acid, N5- |N- t { 1 , 1 -dimethylethoxy) carbonyl) -L-threonyl- Ofl) - 
3 -hydroxy -L-prolyl] -N2- [ |4 ' ■ - (pentyloxy) ll. 1« :4 , ,1> ' -terphenyl] -4- 
yl] carbonyl ) - L-orni thyl -0- (1,1 -dimethylethyl ) - L- threonyl - (4R> -4 - (1,1- 
dimethylethoxy) -L-piolyl - <i- ami no- 4 -hydroxy- , 1, 1-dimethylethyl 
ester, u»s) - <sci) (CA index name ) 

Absolute stereochemistry. 
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Ox . NH 



\ 7 
v » 




RN 296774-3 5-1 CAPLUS 

CN Benzenebutanoic acid. N5- |N- 1(1, l - dimethylethoxy) car bony 1 ) - L- threonyl - L- 
prolyl I -N2- I (4 * ' - (pentyloxy) [ 1 , 1 ' j 4 * , 1 * ' -terphenyl) - 4 -y 1 J carbony 1 ) -L- 
ornithyl -O- ll, l-dimethylethyl) -L-threonyl- (4R) -4- (l, l-dimethylethoxy) - L- 
prolyl-o-aroino-4- hydroxy-, 1 , 1 - dimethy lethyl ester, (us)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i r 

0 o OH 



RN 396774-37-3 CAPLUS 

CN Benzenebutanoic acid, N5- fN- (( l , l-dimethylethoxy) carbonyi t -L-threonyl - (2S> - 
2-piperidinecarbonyl] -N2- ( I A • ' - (pentyloxy! U.l'^'.X' 1 - terphenyl ] - 4 - 
yllcarbonyl) -L-ornithyl -O- U. l-dimethylethyl) -L-threonyl- (4R) -4- (1, 1- 
dimethylethoxy) -L- prolyl - u- ami no -4 - hydroxy- , 1 , 1 -dimethylethyl 
ester. t«s>- (9C1) (ca index name) 

Absolute stereochemistry. 



PAGE 1-A 
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CN Benzenebutanoic acid, N2- ( <9H- f luoren- 9- ylmethoxy) carbonyi] -N5- I (2- 

propenyloxy) carbonyi ) -L-ornithyl-O- 1 1 , l-dimethylethyl) -L-threonyl- (4R) -4- 
(1 , l-dimethylethoxy) - L-prolyl - u-amino-4 -hydroxy- , 1 , 1 -dimethylethyl 
ester, <uS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAOB 1-A 




PAOB 1-B 



CH 2 
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CN Benzenebutanoic acid, N5- ( MS) - 4 -azido- 1 - 1 (9H- 1 luoren- 9- 

y 1 met hoxy) carbonyi I -L-prolyl ) -N2- [ (4 • ' - (pentyloxy) U.1" : 4 1 -terphenyl) 
4-yl]carbonyl) -L-ornithyl-O- (1, l-dimethylethyl) -L-threonyl- (4R)-4- (1.1- 
dimethylethoxy) -L-prolyl - a- amino- 4 - hydroxy- , 1 , l-dimethylethyl 
ester, «is>- (9ci) (ca index name) 

Absolute stereochemistry. 



•— <CH 2 H 



methyl ester. <4S>- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




C 



! i. 
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cn Benzenebutanoic acid. N&- [N- I (1 , 1 -dimethylethoxy) carbonyl ] -L-seryl- (4S) -4- 
azido-L- prolyl ) -N2- I [4 ■ ' - (pentyloxy) [1, 1 • :4 ' , 1 1 ' -terphenyl) -4 »ylj carbonyl 1 - 
L-ornithyl-O- < 1 . 1-dimethylethyl > -L-threonyl - <4R) -4- (1. 1-dloethylethoxy) -L- 
prolyl-a-anuno-4- (1. 1 -dimethylethoxy) - . 1 , 1 -dimethylethyl eater. 

(as) - (9CI) (CA INDEX NAME) . 

Absolute stereochemistry. 



296775-11-6 CAPLUS 

L-Proline, N2- [ (1, 1 -dimethylethoxy ) carbonyl ] -N5- [ (9H- f luoren-9- 
ylmethoxy) carbonyl] - L-orni thyl - L-threonyl - (4R) -4 -hydroxy-L- prolyl - 
(ciR> -n-amino-4-hydroxybenzenebutanoyl -L-threonyl-4-azido- . 



' s 




PAGE 1-B 

OBu-t 




PAGE 2 -A 
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CN Benzenebutanoic acid, NS - M 2S) - 2 - I [ ( 1 . 1 -dimethylet hoxy ) ca rbonyl ) amino) buta 
noyl- <4S) -4-azido-L-prolyl] -N2- 1(4 • (pentyloxy) ll , 1 ' :4 ' . 1 ' ■ -terphenyl I - 4 - 
yl 1 carbonyl 1 -L-orni thyl -0- { 1 , 1 -dimethylethyl ) -L-threonyl - (4R)-4-(i,l- 
dimethylethoxy) -L- prolyl - <>- ami no -4 - < 1 . l -dimethylethoxy I - , 
1, 1-dimethylethyl eater, [aSl - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



PAOB 1-A 




OBu-t 
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CN Benzenebutanoic acid. N5- [N- (( 1 , 1 -dimethylethoxy) carbonyl] glycyl - (48) -4 - 

azido-L-prolyl] -N2- (14 " - (pentyloxy) [1, 1 • :4 ' , 1 • ' -terphenyl) -4 -yl] carbonyl) - 
L-ornithyl -O- (1, 1-dimethylethyl) -L-threonyl - <4R) -4- ( l , 1 -dimethylethoxy ) -L- 
prolyl -o- ami no- 4 - ( 1 . l -dimethylethoxy) - , 1 , i -dimethylethyl ester. 

(nS)- ( 9C I ) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 296775-33-2 CAPLUS 

CN Benienebuunoic acid, NS - {N- I 1 1 , 1 - dimethylethoxy) carbony 1 ) - D- threonyl • (4S> ■ 
4-azido-L- prolyl] -N2- I [4 ' ' - (pentyloxy) [1,1* :4 1 . 1' ' -terphenyl] -4- 
yljcarbonyl] - L-orni thyl -O- (1, 1 -dimethylethyl ) -L-threonyl- <4R) -4- II, 1- 
dimethylethoxy) -L-prolyl - u-amino-4 - < 1 , 1 -dimethylethoxy) - , 
1. 1 -dimethylethyl ester. <<«S»- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



HN OBu-t 

. • ** S ■ ' - s > 

t-BuO 

O , NH 



..J 



RN 296775-34-3 CAPLUS 

CN Benzenebutanoic acid. N5- [N- [ (1. l -dimethylethoxy) carbonyl ] -2-methylalanyl - 
(4S) -4-azido-L-prolyI I -N2- [ J4 • ' - (pentyloxy) It. 1' :4 •. 1' terphenyl 1 -4- 
yl] carbony 1] -L-orni thyl -0- (1. 1-dimethylethyl ) - L- threonyl - (4R) -4- (1. 1- 
dimethylethoxy) -L-prolyl- n-amino-4- (1, l-dimethylethoxy) - , 
1, 1- dimethyl ethyl ester, (as)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



0 (CH2>3 



"h 

^•'-^ HN^ ^.OBu-t 

V O 



j ... n 



t-BuO 

CK ^ NH 



I.... 



t-BuO 

0^ NH 



296775-35-4 CAPLUS 

Benzenebutanoic acid, NS- (N- ( ( 1 . 1 -dimethylethoxy) carbony 1 ) -D-tyrosyl - (4S) - 
4-azido-L-prolyl] -N2- [ (4 ■ • - (pentyloxy) (1 . 1 ■ :4 ' . 1 ' ' -terphenyl] 4- 
yllcarbonyl] - L-orni thy 1 -O- (1. 1 -dimethylethyl ) -L-threonyl- (4R) -4- (1,1- 
dimethylethoxy) -L- prolyl - <i- amino- 4- (1 , l-dimethylethoxy) - . 
1. 1-dimethylethyl ester. InS) - (9C1) (CA INDEX NAME) 



RN 296775-36-5 CAPLUS 



CN Benzenebutanoic acid, N5- [N- [ <1 , l -dimethylethoxy) carbonyl ] -L- «- 
glutamyl- (4S) -4-azido- L-prolyl] -N2- { (4 • 1 - (pentyloxy) [ l , l • : 4 ■ , l ' • - 
terphenyl) -4 -yl J carbonyl ] -L-ornithyl -O- (1, 1-dimethylethyl) -L-threonyl- <4R) - 
4- (1. 1 -dimethylethoxy) -L-prolyl- <i-amino-4- < 1 . 1 -dimethy lethoxy) - , 
1. 1-dimethylethyl ester, (»iSl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 Me OBu-t 
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CN Benzenebutanoic acid, N5 - (N2 -(( 1 . 1 -dimethylethoxy) carbonyl) -L-ornithyl - 
(4S) -4-azido-L-prolyI J -N2- | (4 « ' - (pentyloxy) ll. 1* :4' . 1" '-terphenyl) -4- 
yl ) carbonyl ) - L-orni thyl -0- (1 , 1-dimethylethyl ) -L-threonyl- (4R) -4 - U . 1- 
dimethylethoxy) -L-prolyl- u-amino-4- (1, 1 -dimethylethoxy) - , 
l, 1-dimethylethyl ester, <«S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H2N 

t-BuO^ ^NH 



H 2 >3 



t-BuO 

, NH 
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"A 



296775-38-7 CAPLUS 

Benzenebutanoic acid, N5- [3 - amino- N- ( (1 , 1 -dimethy lechoxy) carbonyl ) -L- 
alanyl- <4S) -4-azido L-prolyl ] -N2- I [4 ■ • - (pentyloxy) tl, 1' :4 * , 1 ' '-terphenyl) - 
4 -yl) carbonyl] - L- orni thy 1 -0- 11. 1 -dimethy lethyl ) -L-threonyl - (4R)-4- (1,1- 
dimethylethoxy) -L-prolyl- «-amino-4- (1, 1 -dimethylethoxy) -, 
1, l-dimethylethyl ester, (<iS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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H 2 H 

t-HuO^ NH 
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1 1 <i 



^0 Me OBu-t 
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RN 296775-39-8 CAPLUS 

CN Benzenebutanoic acid, NS- (N2 - 1 ( 1 . 1-dimethylethoxy) carbonyl ] -L-arginyl - <4S) - 
4-azido- L-prolyl) -N2- [ (4 ■ • - (pentyloxy) [1, 1 ' :4 ' , 1- -terphenyl) -4- 
yl) carbonyl ] - L-orni thyl - 0- <1. 1-dimethylethyl) -L-threonyl - (4R) -4- (1,1- 



dimethylethoxy) -L-prolyl - <i-amino-4 - (1 , 1 -dimethylethoxy) - . 
1, 1-dimethylethyl ester, 0»s>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 2 N" ^ V 0 'CH 2 ) i3 

t-BuO. 
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Leucinostatin-A is a nonapeptide isolated from Paecilomyces marquandii, 
Paecilomyces lilacinus A257, and Acremonium sp. , exerting remarkable 
phytotoxic, antibacterial (especially against Oram-pos.) and antimycotic 
activities. With the aim to find alternative formulation for in vivo 
administration, a number of Leucinostatin-A- loaded liposomal formulations 
have been prepared and characterized. Both large unilamellar vesicles and 
multilamellar vesicles consisting of synthetic and natural lipids were 
evaluated. In addition, to determine the nature of peptide -membrane 
interactions 

and the stability of liposomes loaded with Leucino9tatin-A, a Fourier 
Transform ir spectroscopy study was performed. The results suggest that 
the mode of interaction of the peptide is dependent on its concentration, on 
bi layer fluidity, and on liposome type. Finally, the LD50 of both free 
and 1 iposome-del ivered Leucinostatin-A was determined in mice. These result 
suggest that the incorporation of Leucinostatin-A into liposomes may 
result in decreased Leucinostatin-A toxicity, as the i.p, administration 
of Leuci nostat in-A- loaded liposomes reduced the LD50 of Leucinostatin-A 
15-fold. 

IT 76600-38-9. Leucinostatin a 78149-02-7, Leucinostatin A 
hydrochloride 

RL: ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(FT-IR spectroscopy and in vivo toxicol . studies of 1 iposome-based 
formulations for antibiotic nonapeptide leucinostatin A) 
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CN Leucinostatin A (9CI) <ca index name) 
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Leucinostatin A, hydrochloride (9CI) 
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The influence exerted by the antimicrobial and antimicotic non-apeptide 
Leucinostain A (Leu A) on a biol . membrane model made up of 
dipalmitoylphosphatidylchol ine (DPPC) was investigated. Drug-membrane 
interactions, studied by means of differential scanning calorimetry and 
Fourier-transform IR spectroscopy, depend on the behavior of the mol . 
which positions its hydrophilic part toward the bi layer phospholipid polar 
heads, while it inserts its hydrophobic portion into the membrane 
phospholipid acyl chain moiety. Calor imetr ic expts. showed that the 
peptide undergoes self -aggregation within the bilayer structure when 
present at molar fractions higher than O.03. Peptide -membrane 
interactions as a function of time were analyzed as well. The latter 
demonstrated that Leu A inserts rapidly into the outer bi layers of DPPC 
membranes. 4 5Ca2* uptake by DPPC vesicles gave a reason for the 
ionophoric activity of Leu A against both mouse thymocytes and artificial 
membranes, which seems to be correlated to the se ) f -assembl ing property ot 
the peptide within the hilayers. tc) 2000 Academic Press. 
76600-38-9, Leucinostatin A 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(antimicrobial nonapeptide leucinostatin A-dependent effects on the 

phys . properties of phospholipid model membranes) 
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The invention provides Halovir compds . 


(Rla) (Rlb)NC(R2a) (R2b)C(0)N 



(R3)CH (R4)C(0)N(R5)CH ( R6 ) C (O) N <R7 ) CH <R8) C (O) N <R9 ) CH { R 1 0 ) C (0 ) N ( R 1 1 ) CH ( R 1 2 ) A 

IR«, Rib - H, (substituted) alkyl, (substituted) lower-alkyl,- R2a, R2b - 
H. (substituted) lower alkyl; R3 - H, (substituted) lower alkyl, and where 
R3 and R4 are attached together by a (substituted) lower alkyl; R4 - H . 
(substituted) lower alkyl. and where R3 and R4 are attached together form 
(substituted) lower alkyl bridge,- R5-R12 ■ H, (substituted) lower alkyl; A 
- C(0)R13 (R13 - H, OH, alkyl, (substituted) lower alkyl. Odower alkyl)), 
CH20R14 (R14 » H, C(0)CH3. alkyl, (substituted) lower alkyl), CH2NR15R16 
(R15, R16 - H, (substituted) lower alkyl, (substituted) alkyl) 5. and 
pharmaceutically acceptable salts and derivs. thereof, useful for 
preventing or treating viral and microbial infections. Isolation and 
characterization of Halovir A, Halovir B. and Halovir C from marine fungus 
CNL240. isolated fro<n a sample of the seagrass Halodule wrightii, are 
included, as are data indicating inhibition of herpes simplex virus 1. 

IT 277302-27-9P , Halovir A 2773 02 - 28 - OP , Halovir B 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
Study, unclassified); PUR (Purification or recovery). THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(halovir compound isolation and antiviral activity) 

RN 277302-27-9 CAPLUS 

CN L-Glutamamide, 2-methyl-N- { 1 -oxotet radecy 1 ) alanyl - (4R) - 4 -hydroxy - L- prolyl - 
L-leucyl -L-valyl-Nl- ( (IS) -1- (hydroxymethyl ) - 3 -methyl butyl ) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




N 5 Bu-i 



N^Bu-i 



RN 277302-28-O CAPLUS 

CN L-Glutamamide. 2 -methyl -N- 1 1 -oxotet radecy 1 ) alanyl- (4R) -4 -hydroxy- L-prolyl - 
L-leucyl -L-alanyl -Nl • [ (IS) - 1- (hydroxymethyl ) - 3 -methylbutyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



)- 




IT 277302-30-4, Halovir D 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use) i BIOL (Biological study); USES 
(Uses) 

(halovir compound isolation and antiviral activity) 
RN 277302-30-4- CAPLUS 

cn L-Glutamamide, 2-methyl-N- ( 1 -oxotetradecyl > alanyl - (4R) -4 - (acetyloxy) -L- 
prolyl-L-leucyl-L-valyl-Nl- I (IS) -1- ( (acetyloxy) methyl) -3 -methylbutyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N S Bu-: 
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2000:3 684 24 CAPLUS 
133 : 12727 

Peptidic pharmaceutical compounds for 
of hepatitis C virus NS3 protease 
Pessi, Antonello,- Inga 1 1 inel la , Paola; Bian 
Elisabetta 

Istituto di Ricerche d'i Biologia Molecolare 
Angeletti Spa, Italy 
PCT Int . Appl . , 46 pp. 
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APPLICATION NO. 



he inhibition 
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20000602 WO 1999-EP9207 
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AU 2000-13871 
GB 1998-25946 
WO 1999-EP9207 
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19981126 
19991124 



OTHER SOURCE(S): MAR PAT 133:12727 

AB Peptidic inhibitors of hepatitis C virus NS3 protease are disclosed which 
are based on the P and P' regions of the natural substrate. The P' part 
of the inhibitor is optimized to achieve maximum binding energy through 
interaction with the S' region of the enzyme. By selecting amino acids 
such that the inhibitor is substantially not cleavable by the N33 
protease, inhibitors having potency in the low nanomolar to sub- nanomolar 
range can be achieved. 

IT 272435-32-2 272435-33-3 272435-34-4 

RL: BSU (Biological study, unclassified); PRP (Propert ies) / BIOL 
(Biological study) 

(peptide containing,- peptidic pharmaceutical compds. for inhibition of 
hepat-itis C virus NS3 protease) 

RN 272435-32-2 CAPLUS 

CN L-Leucine, L- prolyl -3- cyclohexy la lany 1 - (4 R) -4 - hydroxy -L- prolyl - (9CI) (CA 
INDEX NAME I 

Absolute stereochemistry. 




RN 272435-33-3 CAPLUS 

CN L-Leucine, L-prolyl - L-norleucyl - (4R) -4 - hydroxy-L-prolyl - (9CI) (CA I 

NAME) 

Absolute stereochemistry. 



H 



i-Bv^ s^N^ ^O 
HQ 2 C 



RN 272435-34-4 CAPLUS 

CN L-Leucine, L-prolyl - ti- aminobenzenebutanoyl - (4 R) -4 -hydroxy-L-prolyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 272435-95-7 272784-97-1 2727B4-9B-2 

RL: BAC (Biological activity or effector, except adverse),- bsu (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (UBes) 

(peptidic pharmaceutical compds . for inhibition of hepatitis c virus 
NS3 protease) 

RN 272435-95-7 CAPLUS 

CN L-Leucine, N- acetyl - L- <i • aspartyl - L- 'i-g lutamyl - P- 

phenyl phenyl a lanyl -L- isoleucyl -3 -cyclohexylalanyl -L- eysteinyl -L-prolyl -L- 
norleucy) - (4R> -4 -hydroxy- L- prolyl - I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




CO2H 

RN 272784-97-1 CAPLUS 



CN L-Leucine. N-acetyl -L- u-aspartyl -L- "-glutamyl - P- 

phenylpheny la lanyl - 1.* i soleucyl - 3 • cyclohexy la lanyl - L- eysteinyl - L-prolyl -3 - 
cyclohexylalanyl - <4R) -4 - hydroxy- L- prolyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 



0 




RN 272784-98-2 CAPLUS 

CN L-Leucine, N-acetyl - L- « -as party) - L- n -glutamyl - p- 

phenyl phenyl a lanyl -L- isoleucyl - 3 -cyclohexylalanyl -L- eysteinyl - L-prolyl - 
u-aminobenzenebutanoyl - <4R) -4 -hydroxy- L-prolyl - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



II U: \ 

/•«• "\ I I? I " I ." 



s^ 1 
o Me 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2000:359176 CAPLUS 
133 :102035 

Channel - forming pept&ibols are potent elicitors ot 
plant secondary metabolism and tendril coiling 
Engelberth, Jurgen,- Koch, Thomas; Kuhnemann. Frank; 
Boland, wilhelm 

Max- Planck- Inst 1 cut fur Chemische Okologie, Jena, 
07745, Germany 

Angewandte Chemie, International Edition (2000). 

39(10), 1860-1862 

CODEN; ACIEF5; ISSN : 1433-7851 

Wiley-VCH verlag GmbH 

Journal 

Engl ish 

demonstrate that fungal peptaibols represent a novel and 

sb of elicitors that can induce multiple metabolic activitie 



such as ethylene emission 
tendril coiling. 

iai47B-82-0, Bergofungin A 245670-50-2 
245670-52-4. Bergofungin C 
RL: BAC (Biological activity or effector, except adverse) 
Study, unclassified); BIOL (Biological study) 



biosynthesis of volatile substances, 
Bergofungin B 



BSU (Biologic 



(channel - forming fungal peptaibols are potent elicitors of plant 
secondary metabolism and tendril coiling) 

RN 181478-82-0 CAPLUS 

CN Bergofungin A (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (♦). 



Me Me 

N V 



r 



H 



NHAc 



*~"-pr-i 

RN 24 5670-50-2 CAPLUS 

CN Bergofungin B (9CI) - <CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ). 



PAGE 1-A 




O 

RN 245670-52-4 CAPLUS 

CN Bergofungin C <9CI> (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-). 



PAGE 1-A 
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L6 ANSWER 224 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2000:3 23 975 CAPLUS 

DOCUMENT NUMBER : 133:86552 

TITLE: New sequences and new fungal producers of peptaibol 

antibiotics antiamoebins 
Jaworski, Andreas,- Bruckner, Hans 

Department of Food Sciences, Institute of Nutritional 
Science, University of oiessen. Giessen, 35390, 
Germany 

Journal of Peptide Science (2000), 6(4), 149-167 
CODEN: JPSIEI; ISSN: 1075-2617 
John Wiley t Sons Ltd. 
Journal 
English 

AB Hixts. of the microheterogeneous 16-mer peptaibol antibiotics called 

antiamoebins (AAMl have been isolated from the culture broths of strains 

of the filamentous fungi Stilbella erythrocephala ATCC 28144, Stilbella 

fimetaria CBS 548.84 and Gliocladium catenulatum CBS 511.66. Sequences 

were determined using online HPLC together with pos . - and neg.-ion electrospray 

ionization mass spectrometry. Some characteristic features are recognized 

in the mass spectroroetr ic fragmentation pattern of AAM. From a sample 

originally used for sequencing AAM (from Hindustan Antibiotics, Ltd., 

Pimpri. Poona - 4 1 101 B , India), and a sample of AAM com. available (from 

Sigma Chems . , St. Louis, MO, USA) HPLC elution profiles and sequences were 

assigned. Further, sequences of AAM previously isolated from 

Emericel lopsis synnemat icola CBS 176.60 and Emericel lopsis salmosynnemata 

CBS 382.62 were determined The peptide designated AAM I was the most abundant 

in all isolates and its structure could be confirmed. AAM II was 

detectable as a minor component (1.9%) only in the original sample of AAM, 

but not in the other isolates. The structures of AAM III, IV and V, which 

had previously been partly assigned, were definitely established, and the 

new sequences AAM VI-XVI were elucidated. AAM showing Phel/Leul or 

Phel/Vall exchange, resp., are produced in amts. only by S. 

erythrocephala. Sequences, HPLC elution profiles ("fingerprints") and 

relative amts. of peptides of all isolates were correlated. 

IT 64347-37-1, Antiamebin I 66713-71-1, Antiamebin II 
280774-61-0 280774-62-1 280774-63-2 
2B0774-64-3 280774-65-4 280774-66-5 
280774-67-6 280774-68-7 280774-69-8 
280774-70-1 280774-71-2 280774-72-3 
280774-73-4 280774-74-5 

RL: BAC (Biological activity or effector, except adverse); BOC iBiological 
occurrence); BSU (Biological study, unclassified), PRP (Properties), BIOL 
(Biological study), OCCU (Occurrence) 

(sequences and new fungal producers of peptaibol antibiotics 
antiamoebins) 
RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



S H H Me 




y 



I. O 



H j ,° Me Me 



RN 66713-71-1 CAPLUS 



CN Antiamebin II (9CI) (CA INDEX NAME) 
Absolute stereochemistry • 



PAOB 1-C 



PACE 1-A 



0 



HN 280-774-61-0 CAPLUS 

CN L-Prolinamide, N-acety 1 - L-phenyla lanyl - 2-methylalanyl-2-raethylalanyl-2- 
methylalanyl - 2 -methyla 1 anylglycyl - L- leucyl - 2 -methyialanyl -2 -methyialanyl - 
(4R) - 4 - hydroxy- L-prol y 1 - L-glutaminyl - D- iaovalyl- (4R) -4 - hydroxy- L- prolyl - 2 - 
met hylal any 1 -N-I(lS)-l-( hydroxymet hyl 1-2- phenyl ethyl ) - (9CI> (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-B 

HO 




PAGE 1-B PAQ B 1-A 

HO 





RN 2B0774-6Z-1 CAPLUS 

CN L-Prolinamide, N- acetyl - L- phenylalany 1 - 2 -methyialanyl - 2 -methyla lanyl - L- 
a lanyl -D-iaovalylglycyl-L- leucyl - 2 -methyialanyl - 2 -methyialanyl - (4R) -4 - 
hydroxy- L- prolyl -L-glutaminyl -D-isovalyl- (4R) -4 - hydroxy- L- prolyl - 2 - 
methyialanyl »N- HIS) -1- (hydroxymet hyl ) -2 -phenyl ethyl 1 - (9CD (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAOB 1-B 

HO 




PAOB 1-C 



RN 280774-63-2 CAPLUS 

CN L-Prolinamide. N- acetyl - L-pheny lalanyl - 2 -methylalanyl-2 -methyla lanyl-2- 
methylalanyl-D- isovalyl- L-alanyl-L- leucyl -2 -methyialanyl -2 -methyialanyl- 



<4R) -4 - hydroxy- L-prolyl - L-g lutaminyl -D- isovalyl - <4R) -4 - hydroxy- L- prolyl - 2 - 
methylalanyl-N- t (IS) -1- < hydroxymethyl ) - 2 -phenyl ethyl ] - (9CI> <CA INDEX 
NAME) 



Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

HO 




RN 280774-64-3 CAPLUS 



PAGE 1-C 




RN 280774-65-4 CAPLUS 

CN L-Prol inamide. N- acetyl - L- phenyl a 1 any 1 - L-a lanyl -2-methylal any 1 -D- isovalyl - 
2-mechylalanylglycyl -L- leucyl - 2 -methyl a lanyl - 2 - met hy la lanyl - (4R) -4 - hydroxy - 
L- prolyl -L-glutaminyl-D- isovalyl- (4R) - 4 - hydroxy- L-prol yl -2-methylalanyl-N- 
( (15) - 1 - (hydroxymethyl ) - 2 -phenyl ethyl } - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE l-A 



o 




CN L-Prol inamide, N-acetyl - L- phenylalanyl -2 -methylalanyl -2-raethylalanyl -2- 
methyla lanyl -2 -methylalanylglycyl-L- leucyl -2 -methylalanyl- 2 -methylalanyl - 
(4R) -4 -hydroxy- L-prolyl -L-g lutaminyl- 2 -methylalanyl- MR) -4 - hydroxy- L- 
prolyf-2-methylalanyt-N- ( (IS) -1- (hydroxymethyl ) - 2- phenylethyl) - (9CI) <CA 

INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




RN 2S0774-66-S CAPLUS 

CN L- Prol inamide, N-acetyl - L- phenylalanyl - 2 -methylalanyl -2 -methylalanyl - 2 - 
met hyla lanyl - D- isova ly lglycyl - L- leucyl - 2 -met hy la lanyl -2 -methylalanyl - (4R) 
4-hydroxy-L-prolyl -L-glutaminyl -2-methylalanyl- (4R> -4 -hydroxy -L-prolyl - 2- 
methylalanyl-N- I (IS) -1- (hydroxymethyl) - 2-phenylethyl J- <9CIJ (CA INDEX 
NAME) 

Absolute stereochemistry. 



cn L-Prolinamide, N- acetyl - L- phenylalanyl - 2 -methylalanyl - L-alanyl -2 - 

methylalanyl-D- isovalylglycyl -L-leucyl-2 -methylalanyl - 2 -methylalanyl - (4R) - 
4 -hydroxy- L- prolyl -L-glutaminyl -D- Isovalyl- (4R) -4 -hydroxy-L-prolyl-2- 
methylalanyl-N- [ (IS) -1- (hydroxymethyl) -2-phenylethyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



X" 



o 

i-BU g -lL^ 

0 J' 



H Me 



<»~\ 



V Me Me 



o I ; l I || 1 ■ 



Me Me 



-|T | « Me 



NHAc 


Me, 


H M ' 
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S lj . : ' 
ll Me 
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I 




0 



i-Bu. 

it 



U\ "Me 
H Me 



1 N I 

I H Me 




H 

RN 280774-67-6 CAPLUS 



.OH 




RN 280774-68-7 CAPLUS 

CN L-Prol inamide, N- acetyl -L-phenylalanyl - 2 -methyla lany 1 - 2 -met hy lalanyl - 2- 
methylalanyl -D- isovalylglycyl - L>- leucyl - D- isovalyl - 2 -methylalanyl - (4R> -4 - 
hydroxy- L- prolyl -L-glutaminyl -2 -methylalanyl - (4R) - 4 - hydroxy- L-prolyl - 2- 
tnethylalanyl-N- I (IS) -1- (hydroxymethy 1 ) - 2 - phenyl ethyl I • (9CI) <CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAOB 1-B 

HO 




RN 2B0774-69-8 CAPLUS 

CN L-Prolinamide. N-acetyl-L-phenylalanyl -2-roethylalanyl-2-methylalanyl-2- 
roet hy lalanyl- 2 -methylalanyl -L-alanyl -L-leucyl-2 -methylalanyl -2- 
methylalanyl- UR) -4 -hydioxy-L-prolyl - L-glutatnirjyl -D- isovalyl - (4R) -4- 
hydroxy- L-prolyl - 2-methylalanyl-N- 1 (IS) -1- (hydroxymethyl) -2-phenylethyll - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 



lj 

Me A i- 



0 II Me #, 'V 

0 |i Me >' " N 

ii «^ A /< » i H - 



PAGE l-B 

HO 




RN 280774-70-1 CAPLUS 

CN L-Prolinamide, N- acetyl -L- phenyl a lanyl -2 -trie thy la lanyl - 2 -methylal any 1 -2- 

methyla lanyl - 2 -methylal any Iglycyl -L- leucyl -L-alanyl -2 -methyl a 1 any 1 - (4R) -4- 
hydroxy- L- prolyl -L-glut ami ny I -D- isovalyl • (4R) - 4 - hydroxy- 1.- prol yl - 2- 
methy lalanyl -N- I ( IS > -1- (hydroxymethyl 1 - 2 - phenyl ethyl ] - <9Cll (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE I -A 



NHAc 




PAGE 1-B 

HO 




RN 280774-72-3 CAPLUS 

CN L-Prolinamide, N-acetyl-L-valyl • 2 -met hy lalanyl - 2-methyialanyl - 2 - 

methylal any 1 - L- valylglycyl - L- leucyl -2-methylalanyl - 2 -methy 1 alanyl - <4R> -4- 



PAOE 1-B 

HO 




RN 280774-71-2 CAPLUS 

CN L- Pi ol inarride, N- acetyl -L-valyl - 2 -met hy la lanyl - 2 -methylalanyl - 2 - 

methylal any l • 2-methylalanylglycyl-L- leucyl - 2 -methylalanyl -2 -methylalanyl - 
(4R) -4-hydroxy-L-piolyl -L-glutaminyl -D-iaovalyl- (4R) -4 - hydroxy- L- prolyl -2 
methylalanyl -N- I (IS) 1- I hydroxymethy 1> - 2 -phenylethyl } - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



hydroxy -L- prolyl -L-glutaminyl -D- isovalyl - <4R) -4 - hydroxy -L -prolyl- 2- 

met hy lalanyl -N- [ (IS) -1- (hydroxymethy 1 > - 2 -phenylethyl ) - (SCI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

HO 




W 280774-73-4 CAPLUS 

CN L-Prol inamide. N- acetyl - L- 1 eucyl - 2 -methy la lany 1 - 2 -methyla lanyl - 2 - 

methylalanyl - 2-methylalanylglycyl -L- leucyl - 2 -methyl alany 1 - 2 -methyla 1 any 1 - 
(4R> -4 -hydroxy L- prolyl - L-g 1 u taminy 1 - D- isovalyl - (4K) - 4 - hydroxy- L- prolyl • 2 - 
methy la lanyl -N - I (IS) -1- (hydroxymethy 1 ) - 2 -phenyl ethyl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



O I] Me 

|i Me, ^ i"' 



Y 



RN 2 80774-74-5 CAPLUS 

CN L-Prolinamide. N-acetyl - L- leucyl - 2 -methylalanyl - 2 -methylalanyl -2 - 

methylalanyl -D- is ova lylglycyl - L- leucyl - 2 -met hylalanyl - 2 -methylalanyl - C4R) - 
4 - hydroxy - L- pro 1 yl - L- glut ami nyl-D- isovalyl - (4R) -4 - hydroxy -L-prolyl-2- 
methylalanyl -N- I (IS) - 1- < hydroxymethy 1 ) - 2 -phenylethyl J - <9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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H 2 N' "'' '-' 0«2 



CA1A2X peptidomimeL ics 1 [R 1 - 4 - ( i sopropyl > phenylthio, Ph, 

4 - (tert- butyl) phenyl , 2 - (methoxy) phenyl , 4 -( isopropyl ) benzyl , 

4 - ( isopropyl ) phenethyl ,- R2 * H, Mel containing a modified proline at position 

A2 were prepared and evaluated for their ability to inhibit 

farnesyltransferase (FTase) and geranylgeranyltransf erase I (ooTase I) in 

enzymic and cell -based assays. I inhibited f arnesylation of H-ras in 

vitro in the high nanomolar to low micromolar IC50 range. 

245419-52-7 245419-54-9 245419-57-2 

245419-59-4 245420-02-4 245420-04-6 

RL ; 8 AC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- BIOL (Biological study) 

(synthesis and biol. evaluation of hydroxyprol ine- derived 

pepti dominie tics as isoprenyl trans f erase inhibitors) 

245419-52-7 CAPLUS 

L-Methionine, (43) -i- 1 (2E.4R) - 4 -amino- 5-mercapto- 2 -pentenyll -4-phenoxy-L- 
prolyl-, bis (trif luoroacetateJ (salt) (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2000:311268 CAPLUS 
133 : 10534 1 

Synthesis and evaluation of some hydroxyprol ine- 
derived peptidomimetics as isoprenyltransferase 
inhibitors 

O'Connell, Celeste E.; Rowel 1, Cheryl A.,- Ackermann. 
Karen; Oarcia, Ana Maria? Lewis, Michael D. , 
Kowalczyk, James J. 

Eisai Research institute, Andover, MA, 01810, USA 
chemical t Pharmaceutical Bulletin (2000), 48(b), 

740-742 

CODEN: CPBTAL; ISSN: 0009-23 63 
Pharmaceutical Society of Japan 
Journal 
Engl iah 



CRN 245419-51-6 

CMF C21 H31 N3 04 S2 



Absolute stereochemistry. 
Double bond geometry as shown. 



F- C- C0 2 H 

F 



2454I9-S4-9 CAPLUS 

L- Methionine, (48) - 1- [ (2B, 4R> -4 -amino- S-mercapto- 2 -pentenyl ) - 4 - phenoxy- L- 
prolyl-, methyl ester, bis (tri f luoroacetate) (salt) (9C1) <CA INDEX NAME) 



CRN 245419-53-8 

CMP C22 H3 3 N3 04 52 



Absolute stereochemistry. 
Double bond geometry as shown. 



245419-59-4 CAPLUS 

L-Methionine, (4R) -l- 1 (2E.4B) - 4 -amino- 5 -mercapto- 2-pentenyll -4-phenoxy-L- 
prolyl-, methyl ester, bi a (tri f luoroacetate > (salt) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




24S419-S7-2 CAPLUS 

L- Methionine , 14R)-1-[(2E,4R) -4 -amino- 5 -mercapto- 2 -pentenyl) - 4 - phenoxy- L- 
prolyl-. bia (tri f luoroacetate ) (salt) (9CI) (CA INDEX NAME) 



CRN 76-05-1 
CMF C2 H F3 02 



Absolute stereochemistry. 
Double bond geometry as shown. 



> 



C0 2 H 



24S420-02-4 CAPLUS 

L-Methionine. (4S> - 1 - [ (2E.4R) -4 -amino- 5 -mercapto- 2 -pentenyl) -4- [4- U* 
methylethy) ) phenoxy] -L-prolyl - , bi s (t r i f 1 uoroacetate) (salt) (9CI) (CA 
INDEX NAME) 



CM 



1 



Absolute stereochemistry. 
Double bond geometry as shown. 



e r 



284047-12-7P 2B4047-20-7P 284047-22-9P 
284047-25-2P 2B4047-33-2P 284047-35-4P 

RL; BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study. > unclassified) ,• 3PN (Synthetic preparation); BIOL (Biological 
study)', PREP (Preparation) 

(synthesis and biol . evaluation of hydroxyproline- derived 

peptidomimet ics as i sopreny It rans f erase inhibitors) 
2 84047-12-7 CAPLUS 

L-Methionine. (4S>-1-[(2E.4R> -4 - amino- 5-mereapto- 2-pentenyl J -4- I [4- (1- 
methylethyl) phenyl] thiol -L-prolyl-, b»B (trif luoroacetate) (salt) (9CI) 
(CA INDEX NAME) 



CM 



1 



CRN 76-0S-1 
CMP C2 H F3 02 



-C-CO2H 



Absolute stereochemistry. 
Double bond geometry as shown. 



NH 2 



245420-04-6 CAPLUS 

L-Methionine, (4S)-1-((2E,4R) -4 -amino- 5 -mercapto- 2 -pentenyl ] -4 - 1 4 - (1 - 
methylethyl I phenoxy) -L-prolyl - . methyl ester, bis (tri f luoroacetate) (salt) 
(9CI> (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as s 



T' f r 

H Vs. 



, r . 

R " ^ 



284047-20-7 CAPLUS 

L-Methionine. 1 - [ (2E, 4R) -4 -amino- 5 -mercapto- 2 -pentenyl) -4- | (4- (1- 
methylethyl ) phenyl Imethyl] -L-prolyl-. bi s (tri f luoroacetate) (salt) (»CI> 
(CA INDEX NAME) 

CM 1 



Absolute stereochemistry. 
Double bond geometry as shown. 




CM 2 

CRN 76-05-1 
CMP C2 H F3 02 



I 

F~C-C0 2 H 



R-N 284047-22-9 CAPLUS 

CN L-Methionine, 1- t (2E.4R) -4 -amino- S -mercapto- 2 -pentenyl } -4-[2-(4-<l- 

methylethyl) phenyl) ethyl] -L-prolyl-, bi s ( t r i f luoroacetate ) (sale) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 284047-21-8 

CMP C26 H41 N3 03 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 284047-25-2 CAPLUS 

CN L-Methionine, MS) -1- { (28, 4R) -4 -amino-5-mercapto-2-pentenyH -4- { 14- ti- 
met hylethyl ) phenyl ) chio) - L- prolyl - , methyl ester, bis (trif luoroacetate) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 284047-24-1 

CMF C25 H39 N3 03 53 

Absolute stereochemistry. 
Double bond geometry as shown. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



■"0: 



284047-33-2 CAPLUS 

L-Methionine, 1- ! (2E.4R) - 4 -amino- 5 -mercapto- 2 -pentenyl ] -4- I [4- (1- 
methylethyl )phenyl 1 methyl ) -L-prolyl- , methyl ester, bio (tri f luoroacetate) 
(salt) (9CI) (CA INDEX NAME) 



CRN 76-05-1 
CMF C2 H P3 02 



CRN 284047-32-1 

CMF C26 H41 N3 03 S2 



Absolute stereochemistry. 
Double bond geometry as shown. 




r-c-co 2 H 



284047-35-4 CAPLUS 

L-Methionine, 1- ( (2E.4R) - 4 -amino- S -mercapto- 2 - pentenyl ) -4-(2-|4-(l- 
methylethyl ) phenyl ] ethyl )- L-prolyl- , methyl ester, bi s ( tr i f 1 uoroacetate ) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry. 
Double bond geometry as shown. 



NH 2 
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Mass spectrometric studies of peptides from 
cyanobacteria under PAB MS/MS conditions 
Fujii, Kiyonaga,- Mayumi, Tsuyoshi; Noguchi, Kazuyoshi; 
Kashiwagi, Tatsuki.- Akaahi. Satoko; Sivonen. Kaarina; 
Hirayama. Kazuo; Harada, Ken-ichi 

Fac. Pharmacy, Meijo Univ., Nagoya, 468-8503, Japan 
Journal of the Mass Spectrometry Society of Japan 
(2000). 48(1), 56-64 
CODEN: JMSJBY; ISSN ; 1340-8097 
Nippon Shitsuryo Bunseki Gakkai 
Journal 
Engl ish 

For the elucidation of the biosynthetic relationship between nontoxic 
peptides and hepatotoxic peptides produced together with hepatotoxic 
peptides, the authors applied the high-energy collision PAB MS/MS method 
to the confirmation and the determination of the peptide structure isolated 

from 

cyanobacteria. The structures of the cyanobacterial peptides including 
the cyclic peptides were definitely elucidated by complementary use of the 
NMR and MS /MS methods. Furthermore, the MS/MS method is very effective 
for the structural determination of closely related peptides derived from the 
difference of a part of the constituent amino acids, and their structures 
were determined by MS /MS expts. and amino acid anal, without NMR techniques. 
Addnl., the charge-remote fragmentation was observed in the cases of peptides 
containing Arg and the sulfate group which facilitated the interpretation of 
the resulting product ion spectrum. From the present study, the MS/MS 
method was found to be practicable for the confirmation and determination of 

the 

structures of cyanobacterial peptides. 
IT 1846B2-38-0 , Spumigin A 184682-39-1, Spumigin B 1 
184682-40-4, Spumigin B 2 
RL : PRP (Properties) 

(mass spectrometric studies of peptides from cyanobacteria under PAB 
MS /MS conditions) 

RN 184682-38-0 CAPLUS 

CN 2- Pyrrol idinecarboxitmide, N- [4 - ( (ami noiminomethyl > amino] - 1- 

(hydroxymethyl) butyl) -1-1 <2R) -2- ( [ (2R) - 2 - hydroxy- 3 - ( 4 - hydroxyphenyl ) - 1 - 
oxopropyl] amino] -4- (4 -hydroxyphenyl) -l-oxobutyl) -4 -methyl-, (2S.48)- 19CI) 

<CA INDEX NAME) 

Absolute stereochemistry. 



CRN 76-05-1 
CMP C2 H P3 02 



i ! 



Y 



RN 184682-39-1 CAPLUS 

CN L-Arginine, (ciR) -a, 4 -di hydroxybenzenepropanoyl - ( <iR> - 

a-amino-4 - hydroxybenzenebutanoy 1 - <4S) -4 -methyl -L-prolyl - (9C1 > (CA 
INDEX NAME) 

Absolute stereochemistry. 



X) 



Y 



RN 184682-40-4 CAPLUS 

CN D-Arginine, («R > -u , 4 - dihydroxybenzenepropanoy 1 - ( <»R) - 

(i -ami no- 4 - hydroxybenzenebutanoy 1 - US) -4 -methyl - L- prolyl - !9CI > (CA 
INDEX NAME) 

Absolute stereochemistry. 



n 



X. 



R-^° 

\, 5? s' ' ,CH " r 



Y" 
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of the ice/ced-3 family of cysteine proteases 
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Edward D. ; ullnun, Brett R. 
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OTHER SOURCE (S): MARPAT 132:308661 

AB Coenpds. of formula R1X (CH2 > nCHR2CO- A- NHCH ( ICH2 ) qC02R3 ) CO- B (A is a natural 
or unnatural amino acid, B - H, D, alkyl, cycloalkyl, (un) subst i tuted Ph 
or naphthyl, 2 - benzoxazolyl , halomethyl, (CH2 ) mcycloa 1 kyl . (CH2)m(l- or 
2-naphthyl), substituted 2-oxazolyl, (un) substituted (CH2 ) mpheny 1 , 
CH20COfaryl) , or CH20C0(heteroaryl ) . etc.- X - CH2, CO, o. s, nh, conh, 
CH20C0NH ; Rl • (un) subst ituted Ph, naphthyl, or heteroaryl.- R2 « H, alkyl. 
cycloalkyl, lun) subst ituted Ph. (CH2)mNH2, (un) subst ituted (CH2)mphenyl . 
(CH2 ) mcycloa 1 kyl . (CH2) mheteroaryl , etc.; R3 * H, alkyl. cycloalkyl. 
(cycloalkyl) alkyl, (un) subst ituted phenylalkyl. m - 1-4. n • 0-2; q « 1-2] 
or their pharmaceut i ca 1 ly acceptable salts were prepared as inhibitors of 
lCB/ced-3 family of cysteine proteases (ICE - inter leukin- 1 1* 
converting enzyme). Thus, coupling of < 1 - naphthy laninol acet i c acid with 
(3S) -3- (leucinylamino) -4 -oxobutanoic acid tert-Bu ester semi carbazone 
(preparation given) followed by deprotection of the resulting intermediate with 
TFA, and treatment with a 3:1:1 solution of MeOH/AcOH/ 3 7% hcho afforded 
<3S) -3- ( IN- ( ( 1 -naphthyl ami no) acetyl ) leucinyl 1 amino) - 4 -oxobutanoi c acid 
which showed ICS0 » 0.013 wM for mICE, 0.013 uM for CPP32, and 0.037 
MM for MCK-2 enzyme assays, reap. The invention is also directed to 
pharmaceutical compns. containing these compds . , as well as the use of such 
compna. in the treatment of patients suffering inflammatory, autoimmune 
and neurodegenerative diseases, for the prevention of ischemic injury, and 
for the preservation of organs that are to undergo a transplantation 
procedure . 

IT 265119-14-0P 

RL: BAC (Biological activity or effector, except adverse),- BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study),- PREP (Preparation); USES (Uses) 

(preparation of ( substi tuted) acyl dipeptidyl inhibitors of the ice/ced-3 
family of cysteine proteases) 
RN 265119-14-0 CAPLUS 

CN Butanoic acid. 3 - I [[ <2S , 4 R) -4 -hydroxy- 1 -(( 1 - naphtha lenyloxy ) acetyl )- 2 - 
pyrrol idinyll carbonyl ] amino] -4 -oxo-, (3S» - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



r ' \ 
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MARPAT 132:194661 



STRUCTURE DIAGRAM TOO LARGE POR DISPLAY - AVAILABLE VIA OFPLINB PRINT * 

B A method is provided for modifying the cyclic peptide ring system of 
echinocandin-type compds, to produce new analogs, e.g., I (R ■ alkyl, 
alkenyl, alkynyl, aryl, heteroaryl.- Rl. R4 » H, OH; R2 » H, Me/ R3 - H, 
Me, CH2CONH2. CH2 . CH2NH2; R5 - OH, OP03H2, OS03H; R6 - H, OS03H), having 

antifungal activity. The process comprises opening the cyclic peptide 
ring, cleaving the terminal ornithine unit, inserting at least one new 
amino acid or other synthetic unit and closing the ring to produce a new 
cyclic peptide ring structure. Thus, cyclic peptide II (R - 
p- (pentyloxy) -p-terphenyl 1 was prepared and showed rain, inhibitory con ens . 
0.005-0,156 ug/mL against four fungi. 
T 259825-46-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified), SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study), PREP (Preparation); USES (Uses) 

(preparation of ring modified cyclic peptide analogs as antifungal agents) 
:N 259825-46-2 CAPLUS 

:n L-Prol inamide, N- ( (pheny lmethoxy ) carbonyl 1 g lycyl - 3 - [1(1,1- 
dimethylethoxy) carbonyl {amino! -D-alanyl-O- [(1, 1- 
dimethylethyl ) dimet hyls i lyl ] -L-threonyl- (4R> -4- 1111,1- 
dimethylethyl ) dimethyl s i lyl ) oxy] -L-prolyl-O- 1(1.1- 



dimethylethyl (dimethylsi lyl] -4- [4- [ | ( 1 , I -dimethylethyl ) dimethylsilyl Joxyl p 
henyl! - L- threonyl -0- I (1 , 1 -dimethylet hyl ) dimethylsilyl) -L-threonyl -N.N- 
bis I (1, l-dimethylethoxy)carbonyl) -3- [ [ (1 , 1 -dimethylet hyl ) dimethylsilyl } oxy 
1 -4 -methyl - , (3S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



t-8uO 0 

I 



. 1 IS 



Me Me 



v ,.- -^k-'S-; s 




259825-10-0P 2S9S25-U-1P 259825-12-2P 
259825-20-2P 259826-22-4P 259B25-24-6P 
259825-2S-7P 25982S-33-7P 259825-39-3P 
259825-54-2P 259B2S-61-1P 

RL: RCT (Reactant). SPN (Synthetic preparation)} PRBP (Preparation); RACT 
(Reactant or reagent) 

(preparation of ring modified cyclic peptide analogs as antifungal agents) 
RN 2S9B24-65-2 CAPLUS 

cn L-Prolinamide, <4R) -4 . 5-dihydroxy- N- 14 - (octyloxy) benzoyl) -L-norvalyl-L- 
threonyl- <4R) -4- hydroxy- L- prolyl- (4S) - 4 - hydroxy 4 - ( 4 - hydroxyphenyl ) -L- 
threonyl -L-threonyl -3 -hydroxy-4 -methyl-, (3S.4S)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




Me \ 



I 

Si—M 



2S9824-6S-2P 259B24-67-4P 259824-68-SP 
2S9B24-69-6P 2S9824-70-9P 259B24-73-2P 
2S9824-B2-3P 2S9824-B3-4P 259B25-05-3P 



2 59 824-67-4 CAPLUS 

L-Prolinamide, L-threonyl- (4R) -4 -hydroxy- L-prolyl -4 - (4 -hydroxyphenyl) -L- 
threonyl -L-threonyl - 1 -hydroxy -4 -methyl - . mono (cr i f luoroacetate) (salt) . 

(3S,4S>- (9C1) (CA INDEX NAME) 
CM 1 

CRN 259824-66-3 



CMF C2 9 H44 N6 Oil 
Absolute stereochemistry. 



L-Prolinamide, O- [ (1 , 1 -dimethylethyl ) dimethylsi lyl ) -N- 
I (phenylmethoxy) car bony 1 ] - L-threonyl - <4R)-4-tlU,l- 
dimethylethyl (dimethylsilyl 1 oxy) -L-prolyl -O- 1(1.1- 

dimethylethyl (dimethylsilyl) -4 - [4 - I (< l . 1 -dimethyl ethyl I dimethylsilyl J oxy) p 
henyl] -L- threonyl -O- { (1, 1 -dimethylethyl ) dimethylsi lyl ) -L-threonyl -3 - [ [(1,1- 
dimethylethyl(dimethylsilyl)oxy) -4 -methyl - , <3S,4S>- (9CI) (CA INDEX 

NAME) 



Absolute stereochemistry. 



J ; « v 



Me /M e 

O Bu-t 



Ph 0 NH 



• S~- <X ,Bu-t 
< '»/ "si" 
\ s/ / \ 

Me Me 



I i 



RN 259B24 -68-5 CAPLUS 

CN L-Prolinamide, N- [ (phenylmethoxy) car bony 1) -L-threonyl- (4R) -4 -hydrcxy-L- 
prolyl -4 - (4 -hydroxyphenyl ) -L-threonyl -L-threonyl -3 -hydroxy-4 -methyl - , 

(3S.4S)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Ph 0 NH 



I H 



. 3/ 



J 



0 \\ 

HCT Me *"] 



\S/ NH5 
N~ s \ 



RN 259824-70-9 CAPLUS 

CN L-Prolinamide. O- I (1 , 1 -dimethylethyl ) dimethylsi lyl ] -N- 
[ (phenylmethoxy) carbonyl) -L-threonyl - <4R! -4- U (1.1- 
dimethylethylldimethylsilyljoxy) -L-prolyl-O- I (1. 1- 

dimethylethyDdimethylsilyl) -4- (4- | | (1. 1 -dimethylethyl ) dimethylsilyl) oxy) p 
henyl ] - L- threonyl -O- 1(1.1 -dimethylethyl ) dimethylsi lyl ) -L-threonyl -N. N- 
bis Ell, l-dimethylethoxy)carbonyl] -3- (Ml. \ - dimethylethyl ) dimethylsilyl] oxy 

|-4-methyl-. OS, 43)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 259824-69-6 CAPLUS 



t-BuO O 

f 



Si ts" H s j 

„e Me \»-/ Rj 




HN O Ph 



o Me Me j 

i: H "SJ 




N. <X Bu - C 



/ \ 
Me Me 



t-BliO j NH 



if M -r \» y s s Y>r 

o .si o IR. 



" Bu Me 



RN 259824-73-2 CAPLUS 

CN L-Prol inamide, NS- [( (2-chloropheny! >methoxyl carbonyl ) -N2- 1(1,1- 

dimethylethoxy) carbonyl ) -L-ornithyl-O- t < 1 , ) -dimec hylet hyl (dimethylsi ly 1) -L- 
threonyJ -<4R>-4-]|n, 1 -di met hylet hyl ) dimethylsi lyl | oxy] - L- prolyl -0-1(1.1- 
dimethylethyl ) dimethy Is i lyl 1 -4- (4- i | (1, l - dimethy lethyl ) dimethy Is i lyl ] oxy] p 
henyll -L-threonyl -0- 1 (1 . 1 -dimethylethyl ) dimethylsi lyl ] -L-threony] -N,N- 
bis [ (1 . 1 -dimethylethoxy) carbonyl] -3 - I [ (1. l -dimethy lethyl ) dimethylsi lyl ] oxy 
) -4 -methyl- , (3S.4S)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.OBu-t 
OBu-t 



V-S( Me » 



^ Me 



RN 259824-82-3 CAPLUS 

CN L-Prol inamide. N- [ (1 , l-dimethylethoxy)carbonyl J -4 -roethoxy-O-methyl - L- 

homoseryl-O- (<l.l-dimethylethyl)dimethyl3ilyl) -L-threonyl- (4R)-4-([(l,l- 
dimet hylet hyl ) dimethylsi lyl ] oxy) -L-prolyl -O- 1(1. 1- 

dimethyl ethyl) dimethylsi lyl) -4 - (4- [ ( < X. 1 -dimethylethyl ) dimethylsi lyl 1 oxy] p 
henyl) -L-threonyl -0- ( (1 , 1 -dimethylethyl ) dimethylsi lyl) - L- 1 hreony 1 - N, N- 
bisl (1, 1 -dimethylethoxy) carbonyl ) -3- [Hi, 1-dimethylethyl ) dimethylsi lyl] oxy 
|-4-methyl-. (3S.4S1- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 259S24-83-4 CAPLUS 

CN L- Prol ine, N- t (1. 1 -dimethylethoxy ) carbonyl | -4 -methoxy-O-methyl-L-hotnoseryl- 
O- 1(1. 1 -dimet hylet hyl ) dimethylsi lyl ] -L-threonyl- (4R) -4 - ( I (1. 1- 
dime thy let hyl) dime thy Is i lyl ) oxy) -L-prolyl -O- [ (1, 1- 

dimethylethyl)dimethylsilyl) -4- (4- I [U, 1 -dimethylethyl) dimethylsi lyl] oxy} p 
henyl] -b-threonyl-O- [ (1 . 1-dimethylethyl) dimethylsi lyl] -L-threonyl-J- 1 1(1.1- 
dimet hyl ethyl ) dimethy la i lyl I oxy) -4 -methyl - . hydraiide. (38,48)- <9CI) (CA 
. INDEX NAME) 

Absolute stereochemistry. 
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RN 259825-05-3 CAPLUS 

CN L-Prolinamide. <2S> -N- 1 tl, 1 -dimethylethoxy)carbonyl J -2- \{2- 

[ I (phenylmethoxy)carbonyl)amino)ethyl)sulfonyl]glycyl-0- 1(1,1- 
dimethyl ethyl > dimethylsi lyl ) -L- threonyl - (4R) -4 - I ( ( 1 , 1 - 
dimethylethyl)dimethylsilyl]oxy] -L-prolyl-O- [ (1, 1- 

dimethylethylldimethylsilyl] -4- {4- I [ II, 1-dimethylet hyl )dimeth y ui lyl I oxy] p 
henyll -L- threonyl -0- ((1.1 -dimethylethyl ) dimethylsi lyl ) - L- threonyl - N, N- 
bisld. l -dimethylethoxyl carbonyl) -3- (Hi, 1 • dimethylethyl > dimethyls i lyl ] oxy 

J-4-methyl-, <3S.4S>- (9CI) (CA IKDEX NAME) 

Absolute stereochemistry. 




Si — M 
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RN 259825-10-0 CAPLUS 

CN L-Prolinamide. N- I (phenylmethoxy) carbonyl] -L-valyl- MR) -4- I [ (1,1- 
dimethyleihyl >dimethylsi lylloxy) -L-prolyl-O- 1(1,1- 

dimethylethyl)dimethyl 8 ilyl) -4- [4- | { (l, l -dimethylethyl ) dimethyl si lyl] oxy] p 
henyl) -L-threonyl-O- Id, 1 -dimethylethyl > dimethylBi lyl ] -L-threonyl-3- [ [ (1,1- 
dimethylethyl)dimethylsilyl]oxy) -4 -methyl- , (3S,4S>- (9CI) (CA INDEX 

NAME} 

Absolute stereochemistry. 
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RN 259825-11-1 CAPLUS 

CN L-Prolinamide, N- I (pheny lmethoxy ) ca rbonyl ] -L-valyl- (4R) -4- [((1,1- 
dimethylethyl Idimethylsi lyl ) oxy] -L-prolyl-O- 1(1,1- 

dimethylethyl > dimechylsi lyl 1-1-14-11(1, 1 -dimethylethyl ) dinethylsi lyl] oxy) p 
' o Ph henyl 1 - L- threonyl -O- [ ( 1 , l -dimethyl ethyl > dimethyls! lyl] - L- threonyl -N, N- 

bis 1(1, l-dimethylethoxy) carbonyl] -3- I [ (1 . l -dimethylethyDdimethylailylJoxy 

1-4 -methyl-, OS,4S)- (9CI) <CA INDEX NAME) 

Absolute stereochemistry.' 
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RN 259825-12-2 CAPLUS 

CN L-Prolinamide, N2- | ( 1 , 1 -dimethylethoxy) carbonyl )- N5- 

( (phenylmethoxy) carbonyl J - L-ornithyl -L-valyl- (4R) -4- [ [ (1. 1 - 

dimethylethyl idimethylsi lylloxy] -L-prolyl-O- [(1,1- 9 
dimethylethyl I dimethyl si lyl I - 4 - (4 - ( J ( 1 , 1 - dimethylethyl ) dimechylsi lyl ] oxy I p (CH . 

henyl] -L- threonyl -O- 1(1, 1 -dimethy lee hyl ) dimethylsi lyl ] - L- threonyl - N , N- 2 13 „ M 

bis ( (1 . l-dimethylethoxy) carbonyl) -3- [ I (1 . 1 -dimethylethyl ) dimethyl si lyl ) oxy JJ 
J -4 -methyl - . (3S.4S)- (9CI) (CA INDEX NAME) OBu-t 

Absolute stereochemistry. 



PAGE 2 -A 




RN 259825-20-2 CAPLUS 

CN L- Prol inamide , N- I (pheny lmethoxy) carbonyl ) - L-tyrosyl - (4R) -4 - hydroxy- L- 

prolyl - (4S) -4 -hydroxy- 4 - (4 - hydroxyphenyl ) - L- threonyl -L-threonyl-3 - hydroxy - 
.4 -methyl-. <3S,4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




HOT Me > Me 



RN 259825-22-4 CAPLUS 

CN L-Prolinamide. 0- Ml , 1 -dimethylethyl ) dimethylsi lyl J -N- 
[ ( pheny 1 met. hoxy) car bony 1) -L-tyrosyl - (4R) -4- I f (1. 1- 
dimet hyl ethyl ) dimethylsi lyl | oxy) -L- prolyl -0- 1(1,1- 

dimethyl ethy 1 ) dimet hy 1 9 i lyl 1-4-14-11(1, 1 -di methyl ethyl > dimethylsi lyl ) oxy) p 
henyl) -L- threonyl -0- Ml, 1 -dimet hyl ethyl > dimethyl s i lyl ) -L- threonyl -3- I [ (1, 1 - 
dimethylethyl I dimethylsi lyl] oxy) -4-methyl-, (3S,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 259825-24-6 CAPLUS 

CN L-Prolinamide. 0- [ (1 , 1 -dimethylethyl > dimet hyl si lyl] -N- 
[ (phenylmethoxy)carbonyl) -L-tyrosyl- (4R> -4- ( I (1.1- 
dimethylethyl) dimethylsi lyl) oxy) -L- prolyl -O- {{1,1- 

dimethylethyl)dimethylsilyl) -4- (4- \ \\\, 1 -dimethylethyDdimethylsilyl) oxy] p 
henyl) - L- threonyl -o- i (1, 1 -dimethylethyDdimethylsilyl] -L-threonyl-N, N- 
bis((l, l-dimethylethoxy)carbonyl] -3- ) f (l. l -dimethylethyDdimethylsilyl) oxy 
) -4 -methyl-, (3S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me Me 
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PAGE 1-B 



I ( phenyl met hoxy ) carbony! i -L-ornithyl -0-1(1, 1 - dimethylethyl ) dimethyls i lyl ) - 
L,-tyrosyl - (4R>-4- (1(1. 1 -dimethylethyl > dimethylsi lyl ) oxy) -L-prolyl-O- 1(1,1- 
dimethylethyl) dimethylsi lyl] -4- (4- (I (1, 1 -dimethylethyl ) dimethylsi lyl) oxy] p 
henyl) - L- threonyl -o- [ (l , i -dimethylethyl ) dimethylsi lyl] -L-threonyl-N,N- 
bis I (1, l-dimethylethoxy>carbonyl) -3- llll, 1 -dimethylethyl 1 dimethylsi lyl ] oxy 
) -4-methyl-, (3S.4S)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 259825-25-1 CAPLUS 

CN L-Prolinamide. N2 - 1(1.1 -dimethy let hoxy ) car bony 1 ] -N5 • 



PAGE 2 -A 



PAGE 1-B 
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RM 259826-33-1 CAPLUS 

CN L-Prolinamide, 3- | Ibis i [ (phenylmethoxy) carbonyl ) amino) methylene) amino] -N- 
l U, 1- dimethy let hoxy) carbonyl) -L-alanyl -0-1(1,1- 
dimethylethylldimethylsilyl) -L-threonyl- MR) -4-11 (1. 1- 
dimethylethyl)dimethylsilyl)oxyl -L-prolyl-O- 1(1.1- 

dimethylethyl > dimethylsi lyl 1 - 4 - f 4 - [ [< 1 , 1 -dimethylethyl > dimethyl s i lyl ] oxylp 
henyl I -L-threonyl -0- ( ( 1 , 1 -dime thy let hyl ) dimethylsi lyl] -L-threonyl -N, N- 
bis 1(1, 1 -dimethylet hoxy ) carbonyl ] -3 - | ( ( 1 , 1 -dimethy 1 ethyl ) dimethylsi lyl) oxy 

1-4-methyl-, (3S,4S)- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 259825-39-3 CAPLUS 

cn L- Prol inamide, N- [ (phenylmethoxy) carbonyl) glycyl - (2R) -3-11(1, 1- 
dimethylethoxytcarbonyl ] amino) - P-alanyl -O- I (1. 1- 
dimethylethyl) dimethylsi lyl) -L-threonyl- (4R) -4 - 1 ( (1, 1- 
dimethylethyl )dimethylBi lyl] oxy) -L-prolyl-O- Hi. 1- 

dimethylethyDdimethylsilyl) -4- 14- [ ( { l . i -dimethylethyl ) dimethylsi lyl) oxy) p 
henyl] - L-threonyl - 0- f (l, 1 -dimet hylethyl > dimethylsi lyl 1 - L-threonyl -N, N- 
bia Ml. l-dimethylethoxy) carbonyl) -3- I [ (J. 1 -dimethylethyl )dimethylsilyl) oxy 
1-4-methyl-. (3S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 259825-54-2 CAPLUS 

CN L- Prol inamide, N- ( (phenylmethoxy) carbonyl J -3 - | (t r i fluoroacetyl ) amino) -L- 
alanyl • (2S>-2- H (1, l-dimethylethoxy) carbonyl ] amino) - p-alanyl-0- 1(1,1- 
dimethylethyDdimethylsilyl] -L-threonyl- (4R) -4- ItU.l- 
dimet hylethyl ) dimethylsi lyl ) oxy) -L- prolyl -0- ( <1. l- 
dimethy lethy 1 ) dimethy 1 s i lyl) -4- (4- [ ( U , 1 -dimethy lethyl ) dimethyl s i lyl ) oxy] p 
henyl) - L-threonyl -0- ( (1 , 1 -dimethylethyl ) dimethylsi lyl ) -L-threonyl -N, N- 
bislU. l-dimethylethoxy) carbonyl) -3- [ ((1, 1-dimethylethyl ) dimethylsilyl ) oxy 
|-4-methyl-, OS, 43) ■ ■ (sen (ca index name) 

Absolute stereochemistry. 



<--B« ^ <-" Bu Me 

RN 259825-61-1 CAPLUS 

CN L-Prolinamide. ( 2R ) -N- 1(1, 1 -dimethy let hoxy) carbonyl ) - 2 - I (2- 

I [ (phenylmethoxy) carbonyl ) amino) ethyl] sul fonyl ) glycyl -O- [(1,1- 
dimet hy let hy 1 ) dimethylsi lyl ) -L-threonyl- (4R)-4-{[(l,l- 
dimethylethyl ) dimethylsi lyl ] oxy) -L-prolyl-O- ((1,1- 

dimethylethyl>dimethylsilyl] -4- |4- f I < 1 , 1 -dimethylethyl 1 dimethylsi lyl) oxy) p 
henyl) - L- threonyl -0- [ (1, 1 -dimethylethyl > dimethylsi lyl) -L-threonyl-N,N- 
bis ( <1, l-dimethylethoxy) carbonyl 1 -3- ( [ ( l , 1 -dimethylethyl > dimethy lsilyl ) oxy 
1-4-methyl-, (3S.4SI- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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SOURCE : 




t-BuO , O 
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117871, Russia 

FEBS Letters (2000). 466(2.3), 333-336 
CODEN: FEBLAL; ISSN: 0014-5793 
Elsevier Science B.V. 



PUBLISHER ; 
DOCUMENT TYPE : 
language : English 

AB Spatial structure of the membrane channel - forming hexadecapeptide, 

zervamicin IIB. was studied by NMR spectroscopy in mixed solvents of 
different polarity ranging from CDC13/CD30H (9:1. volume /volume) to CD30H/H2O 
volume/volume). The results show that in all solvents used the peptide 
has a very similar structure that is a bent amphophilic helix with a mean 
backbone root mean square deviation (rmsd) value of .apprx.0.3 A. 
Side chains of Trpl, Ue2. Gln3, IleS and Thr6 are mobile. The results 
are discussed in relation to the validity of the obtained structure to 
serve as a building block of zervamicin IIB ion channels. 

IT 79395-85-0, Zervamicin IIB 

p.L: BSU (Biological study, unclassified); PRP (Properties)/ BIOL 
(Biological study) 

(NMR structure of channel - forming zervamicin IIB in isotropic solvents) 

RN 79395-BS-O CAPLUS 

CN L-Prolinamide. N- acetyl - L- t ryptophy 1 - L- isoleucyl - L-glutaminyl-D- isovalyl-L- 
isoleucyl -L-threonyl-2-methyUlanyl-L-leucyl-2-methylalanyl- («R) -4-hydroxy- 
L-prolyl-L-glutaminyl-2-methylalanyl- (4R) - 4 - hydroxy- L- prolyl- 2- 
methylalanyl-N- ( (is) -1- (hydroxymethy 1 ) - 2 -phenylethyl J - <CA INDEX NAME) 
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ACCESSION NUMBER: 



CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
2000:134 186 CAPLUS 
132 :233293 

NMR structure of the channel - former zervamicin IIB in 
isotropic solvents 

Balashova. T. A..- Shenkarev, Z, O.; Tagaev, A. A.,- 
ovchinnikova, T. v.; Raap. J,; Arseniev, A. s, 
Shemyakin-Ovchinnikov Institute of Bioorganic 
Chemistry. Russian Academy of Sciences, Moscow, 
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L6 ANSWER 230 OF 5S1 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) ; 



CAPLUS COPYRIGHT 2 0 07 ACS on STN 
2000:84834 CAPLUS 
132 : 137733 

Preparation of new antifungal agents, cyclic 
aerothricin analogs, for treatment of infectious 
diseases caused by pathogenic microorganisms 
Aoki , Masahiro; Kohchi , Masami; Masubuchi, Kazunao,- 
Mizuguchi, Eisaku; Murata, Takeshi; Ohkuma, Hiroaki,- 



1 NCO 



NCO NHCO NHCO 



NHCO 



NHCOCH2 " Y<CH 2 »(bXR 4 



AB Novel antifungal aerothricins I (R1-- guanidino. trialkylammonio, NRioRii, 
NR15COR14, NR15COCH <NR10R11)R13 <0> . NHCOCHR13NHC0CH (NH2 > Rl 3 , N[(CH2)nQ)2, 
Nl (CH2)nQ] ICOCH(NR10RU > R13) , or NR15COR12, where n - 2-5, RIO, Rll . H. 
heteroaryl or mono- or diaminoheteroaryl, alkyl optionally substituted 
with one or more amino groups, aminoalkyl . cyano. guanidino, 

nitrogen -containing heterocycle (s) or Ph group (s) containing an amino, amidino 

or 

guanidino group, R12 is tetrahydro-2-pyrrolyl optionally substituted at N 
by RIO and by an amino group. R13 is a residue from natural or unnatural 
amino acids, R14 is alkyl substituted with one or more amino, guanidino, 
nitrogen containing heterocycle or Ph group containing an amino, amidino, or 
guanidino group, and R1S « H or RH-like group,- R2 » H, H0S02, alkyl or 
alkenyl optionally substituted with acyl . carbamoyl, amino, mono- or 
dialkylamino; R3 • H. OH, N02 , NH2 , acylamino, (alkyl carbamoyl ) amino, 
carboxyl, alkoxy. alkoxycarbonyl , <un ) subst i tuted alkyl, alkenyl, or 
alkynyl ,- R« * alkyl. alkenyl, alkoxy or alkenyloxy optionally substituted 
with alkyl, aryl, cycloalkyl or F, R5 » C0NH2, CN, CH2NH2; X is a Bingle 
bond, aryl. biphenyl . terphenyl optionally containing one or more 
heteroatom(s) and/or substituted with halo or alkyl,- Y is a single bond, 
CH2. CH(alkyl). CONH. CON(alkyl); Z • O, NH, alkylamino.- m - 0-4 (with 
provisos)] and pharmaceut i cal 1 y acceptable salts were prepared Numerous 
processes for the preparation of aerothricins of formula I are described. 
Thus, aerothricin 3 (I. Rl . NH2. R2 * R3 • H, R5 = CONH2, z * o. 
Y- (CH2)m-X-R4 - (CH2)l2Me) (WF11243), produced by cultivating a 
microorganism belonging to Deuteromycot ina under aerobic conditions in aqueous 
medium, was treated with (2-oxoethyl)carbamic acid tert-Bu ester in Me OH 
in the presence of sodium cyanoborohydride and acetic acid to afford 
aerothricin 111 [I; Rl . N (CH2CH2NH2> 2 , R2 - R3 . H, R5 - CONH2, Z - o, 
Y- (CH2)m-X-R4 - <CH2)12Me). The aerothricins of formula I as well as 
pharmaceut ically acceptable salts exhibit potent antifungal activity 
against various fungal infections, including Aspergillosis, in mice over a 
wide range of dosages. The synthesized aerothricins are less cytotoxic to 
hepatocytea than the known cyclic peptide derivs . , e.g.. WF1124 3. 
IT 256947-07-6P 

RL : BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties),- PUR (Purification or recovery); RCT (Reactant); SPN 
(Synthetic preparation),- BIOL (Biological study); OCCU (Occurrence); PREP 
(Preparation) ,• RACT (Reactant or reagent) 

(preparation of cyclic peptide aerothricin analogs for treatment of 
infectious diseases) 
RN 256947-07-6 CAPLUS 

CN Threonine, valyl -4 -hydroxyprolylthreonylthreonyl -3 -hydroxyprolyl - 3 - 

hydroxyglutaminylglycylthreonylornithyl- (3R> - 3 -hydroxyhexadecanoyl - (9CI) 

(CA INDEX NAME ) 

Absolute stereochemistry. 
Currently available Btereo shown. 
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IT 256947-11-2P 256947-13-4P 256947-14-5P 
2S6947-21-4P 2S6947-22-SP 2S6947-23-6P 

RL: RCT (Reactant), SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclic peptide aerothricin analogs for treatment of 

infectious diseases) 
RN 256947-11-2 CAPLUS 

CN Threonine , va ly 1 • 4 - hydroxyprolyl threonyl threonyl - 3 -hydroxyprolyl- 3 - 

hydroxyglutaminylglycylthreonyl-N5- | (1. 1 - dimet hylethoxy) carbonyl] orni thyl - 
(3R) -3-hydroxyhexadecanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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RN 256947-13-4 CAPLUS 

CN Ornithine, t hreony lalanyl tyrosyl valyl - 4 - hydroxyprolyl threonyl threonyl - 3 - 
hydroxyprolyl -3 -hydroxyglutaminylglycyl threonyl -N5- {(1,1- 
dimet hylethoxy ) carbonyl J - (9CI) (CA INDEX NAME) 

Currently available stereo shown. 
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RN 256947- 14-5 CAPLUi? 

CN Ornithine, N- I ( 3 R ) - 3 -amino- 1 -oxo- 7 . (4- (pentyloxy) phenyl J heptyl] threonylala 
nyl tyrosytvalyl -4 - hydroxyprolylthreonyl threonyl - 3 -hydroxyprolyl- 3 - 
hydroxyglutaminylglycylthreonyl-N5- I <l, I -dimet hyl ethoxy) carbonyl ) - (9CI) 
(CA INDEX NAME) 



Absolute. stereochemistry, 
Currently available stereo shown. 
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RN 256947-21-4 CAPLUS 

CN Threonine, 0- ( 1 , 1 -dimethylethyl ) - L- tyrosyl va lyl -4 - 
hydroxyprolyl threonyl threonyl -3 -hydroxyprolyl -3 - 

hydroxyglut ami nylglycyl threonyl -N5- [ (1, 1 -dimethylethoxy) carbonyl ] orni thyl - 
(3R> -3 -hydroxyhexadecanoyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 



PAGE 1-A 



O OH 




OH 



RN 256947-2 2- 5 CAPUJS 

CN Threonine. N- ( <9H- 1 1 uoren - 9 -y Imethoxy ) car bony 1 J - D - a 1 any 1 - O- (1,1- 
dimethy lethyl ) - L- tyrosylvalyl -4 - hydroxyprolyl threonyl threonyl -3 - 
hydroxyprolyl - 3 -hydioxyglutaminylglycylthreonylornithyl - <3R) -3- 
hydroxyhexadecanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo 3hown. 




hydroxyprolyl threonyl threonyl -3 -hydroxyprolyl -3 - 
hydroxyglut aminylglycyl threonyl -N5- |N2 , N5 -bis ( < 1 , 1 - 

dimethylethoxy) carbonyl ] -D-ornithyl 1 ornithyl - (3R) - 3 - hydroxyhexadecanoyl - 




PAGE 1-B 





PAGE 2-B 



RN 256947-23-6 CAPLUS 

CN Threonine, D-alanyl -O- ( 1 , 1 -dimethy lethyl ) -L- tyrosylvalyl -4 - 



PAGE 1-B 




IT 256947- 10-1P 256947-12-3P 

RL: 3PN (Synthetic preparation),- PREP (Preparation) 

(preparation of cyclic peptide aerothricin analogs for treatment of 
infectious diseases) 
RN 256947-10-1 CAPLUS 

CN Threonine, valyl -4 -hydroxyprolyl threonyl threonyl -3 - hydroxyprolyl - 3 - 
hydro xyg lutaminylglycylthreonylornithyl - (3R) - 3 -hydroxyhexadecanoyl - , 
monoftrif luoroacetate) (salt) (9CI) (CA INDEX HAMS) 



CM 1 



hydroxyprolylthreonyl threonyl -3 -hydroxyprolyl -3* 

hydroxyglutaminylglycylthreonylornithyl - (3R) -3 -hydroxyhexadecanoyl-. (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
Currently available stereo shown. 



NH 2 

HO. Me c ^ / ^ 



S ^ - X I 8 v_/ 

0 , M * ° H OH O OH 

Vs. J. X 
IT r ~ T r 

o 



Me 0 ^ nh 



<CH 2 >12 O k s 

WW ^ CH2)3 



Absolute stereochemistry, 
currently available stereo shown. 



A. 



HN OBu-t 
HO „ Me 0^ \ 



HO \™ °" OH 0 ~ 0H 



° oA 



v 

1 



f 

C0 2 H 



1 



Me NH 

| 

V • 



REFERENCE COUNT: 



256947-12-3 CAPLUS 

Threonine. N- 1(1. 1 -dimet hylethoxy ) carbony 1 ) valyl -4 - 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2000:84824 CAPLUS 
132:131731 

Preparation of peptides as inhibitors of urokinase and 

blood vessel formation 

Brunck. Terence K..- Taraura. Susan Y. 

Corvas International. Inc., USA 

PCT Int. Appl., 194 pp. 

COD EN : PIXXD2 

Patent 

English 



PATENT INFORMATION: 
PATENT NO. 

WO 2000005245 

WO 2000005245 

Mi AL. AM, AT, 

DK , EE, ES. 

KE. KG, KP, 

MW. MX, NO, 

TR, TT, UA, 



KIND DATE 
A2 



CI , 
US 6576613 
CA 2338524 
AU 996O05S 
AU 772024 
EP 1100814 
R : AT, 



IE, SI, LT, 
JP 2002521386 
N2 S09400 
PRIORITY APPLN . INFO. : 

OTHER SOURCE (S) : 



APPLICATION NO. 



20000203 WO 1999-US16577 

A3 20000420 

AU, AZ, BA, BB, BG , BR, BY. CA 

FI. GB. GD, GE, GH, GM, HR, HU 

KR, KZ. LC. LK, LR. LS, LT, LU 

NZ. PL. PT, RO, RU, SD, SE, SG 

UG, US, UZ. VN. YU. ZW. AM. AZ 



DATE 

19990722 



CH, CN, CU, CZ, DE, 



RW; OH, 0M, KE. 
ES, I 



*. SD. SL, 

GB. OR, IE. IT, 

ON. GW. ML. MR. 

Bl 20030610 

Al 20000203 

Al 20000214 

B2 20040408 

A2 20010523 



NE, SN, TD, TG 

US 1998-121921 
CA 1999-2338524 
AU 1999-50058 



CH, DE, DK, ES, 



LV, FI, RO 
T 20020716 
A 20031219 



JP 2000-S61201 
NZ 1999-509400 
US 1998-121921 
WO 1999-US16677 



19980724 
.19990722 
19990722 



19990722 
19990722 
19980724 
19990722 



MAR PAT 132:137731 



CO — OPr-i 



PhCH 2 CH2S02 D- Set — L- A la 



r 

CHj 



[ NH 

\ 



NH 



Afi Title compds. RXNHCH (Rl I CON ( R2 ) CH (R4 ) CONHR3 [X - S02 , CO, OCO. NHCO; R - 

alkyl. cycloalkyl. heterocycloalkyl t Rl - HOCH2. CH3SCH2. side-chain or 
ring of amino acid ,- R2 ■ CH3 , CH3CH2. side-chain or ring of amino acid; 
R3 « CH3, propargyl; R4 • H ,- R3R4 - prolyl, 4 - hydroxyprolyl , 
3 -hydroxyprolyl, 3 , 4 -dehydroprolyl ; 1 and stereoisomers are prepared havlni 
activities as inhibitors of urokinase and in reducing or inhibiting blood 
vessel formations. These compds. have an arginine or arginine mimic 
aldehyde or an arginine ketoamide group at Pi. These compds. are useful 



in vitro for monitoring plasminogen activator levels and in vivo in 
treatment of conditions which are ameliorated by inhibition of or 
decreased activity of urokinase and in treating pat hoi. conditions wherein 
blood vessel formation is related to a pat.no! . condition. The title 
compds. I and II was prepared 

256665-93-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation),- USES (Uses) 

(preparation ot peptides as inhibitors of urokinase and blood vessel 

formation) 

256665-93-7 CAPLUS 

L- Prolinamide. N- [ ( phenyl met hoxy) carbony 1 ] -D-seryl -N- ( (IS) -4- 

( (aminoiminomethylUmino) -1- formylbutyl) -4 -hydroxy- , US)- (SCI) (CA 

INDEX NAME) 

•lute stereochemistry. 



X 



r 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2000:12681 CAPLUS 
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Opiate- like or opioid- derived peptide diagnostic 
markers for human disorders 

Shanahan, Michelle R . ; Venturini, Albert J.; Dalai 
John L.,- Friedman, Alan E. 
Ortho-clinical Diagnostics, Inc.. USA 
Eur. Pat. Appl., 44 pp. 

CODEN: EPXXDW 

Patent 
English 



KIND DATE 



EP 96901S 

R: AT, BE, CH , 
IE, SI, LT. 
CA 2273683 
AU 9934984 
NO 9902902 
KR 2000006190 
CN 1247984 
JP 2000221191 
PRIORITY APPLN. INFO. : 



, R0 
19991215 
19990610 
19991216 
20000125 
20000322 
2000081 1 



APPLICATION NO. 

EP 1999-304636 

GB, GR, IT, LI, LU, NL, 

CA 1999-2273683 

AU 1999-34984 

NO 1999-2902 

KR 1999-22247 

CN 1999-108478 

JP 1999-1685S5 

US 1998-89237P I 

US 1998-8923BP I 

US 1999-317702 t 



B. MC, PT, 

19990608 
19990610 
19990614 
19990615 
19990615 
19990615 
1998061S 
1998061S 
19990524 



AB The present invention broadly relates to human disorders including, but 
not limited to. metabolic and nutritional disorders- gastrointestinal 
disorders, central nervous system disorders, and autoimmunity or reduced 
immunity disorders. The present invention more specifically relates to 
diagnostic markers comprising isolated peptides originally found in human 
tissue and body fluids and derivs. thereof. These peptides consistently 
exhibit opiate- like activity and/or are derivs. of peptides that exhibit 
opiate- like activity. Immunoassays for the marker peptides are provided. 

IT 253316-60-8 253316-64-2 

RL: ANT (Analyte) ,• BOC (Biological occurrence); BSU (Biological study, 
unclassified); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study),- occu (Occurrence); uses (Uses) 

(opiate- like or opiate-derived peptide diagnostic markers for human 
disorders) 
RN 253316-60-8 CAPLUS 

CN L-lsoleucine, L-alanyl - L-prolyl -L-phenylalanyl - <4R) -4 - hydroxy- L- 
prolylglycyt- MR) -4 - hydroxy - L-prolyl - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



S>*. Ph^ 

* T ? 



O 




CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 

ab Thymopentin and 

method of peptide 



132:103146 

stimulation of nonspecific resistance by thymopentin 
and its analogs against Leishmania donovani infection 

in hamsters 

sharma Anuradha, P.,- Rohatgi , A.; Haq, *».; Mathur, Jt. 
b. ; Katiyar, J. c. 

Divisions of Parasitology and aiopolymera. Central 

Drug Research Institute, Lucknow, India 

Peptides (New York) (1999), 20(11). 1381-1383 

CODEN: PPTDD5 ; ISSN : 0196-9781 

Elsevier science Inc. 

Journal 

English 

analogs have been synthesized by the solution phase 
synthesis and evaluated for their prophylactic efficacy 



against L. donovani infection in hamsters. Thymopentin and some of the 
analogs were found to stimulate nonspecific resistance of the host against 
leishmania donovani infection in hamsters. 
IT 25S908-70-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation); THU (Therapeutic use)/ 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(thymopentin and thymopentin analog stimulation of nonspecific 
resistance against Leishmania donovani infection in hamsters) 

RN 255908-70-4 CAPLUS 

CN L-Tyrosine. D-lysy)-L-l ysy 1 ■ (4R) - 4 - hydroxy -L-prolyl -L-valyl- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 

»2N^ 1CH 2 ) 4 

NH 2 



RN 253316-64-2 CAPLUS 

CN L-lsoleucine, L-prolyl -L-phenylalanyl- <4R) -4 -hydroxy- L- prolylg lycy 1 - (4R)-4- 
hydroxy- L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N - V* 
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OTHER SOURCE (S): MAR PAT 132:2807 

AB The invention is directed to antimicrobial peptides related to 

naturally-occurring protegrin peptides, and methods of using the peptides 
in a variety of contexts, including the treatment or prevention of 
infections. 

IT 191735-28-1 191735-35-0 

RL: BAC (Biological activity or effector, except adverse); Bsu (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 
(fine-tuned protegrins) 
RN 191735-28-1 CAPLUS 

CN L- Valine, L-phenylalanyl -L-cysteinyl -L-tyro3yl-L-eysteinyl -L-l ysy 1 - (4R) -4 • 
hydroxy - L-prolyl -L- lysyl -L-phenylalanyl -L- cyst einyl -L-tyrosyl -L- cyst einyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



o ^-K 



N \3. pr - 
C02H 



191735-35-0 CAPLUS 

L- valine, L-ornithyl- L- tryptophyl -L-ornithyl-L- leucyl -L-cysteinyl-L- 
tyrosyl -L-cysteinyl -L-ornithyl - (4R) -4-hydroxy-L-prolyl-L-ornithyl-L- 
phenylalanyl -L-cysteinyl -L-valyl - L-cysteinyl - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H2N. 5 . ICH 2 >3, 



H J 

^ 7f"' ^ HN^ ^O O i-Bu O f " 
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o>-Conotoxin peptides and use as therapeutic 
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The University of Queensland, Australia 
PCT Int . Appl . . 81 pp. 
CODEN : PIXXD2 

Patent 
English 
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APPLICATION NO. 



DATE 
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R; AT, BB, CH. DE 
IB, FI 
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PRIORITY APPLN . INPO.: 



An isolated, synthetic 
provided in which the fourt 
comprises SGTVGR or such a 



N. GW, ML, MR, NE, SN, TD, TC 
Al 19991028 CA 1999-232SJ 

A 19991108 AU 1999-3322" 

B2 20020627 

Al 20010131 EP 1999-9143« 

ES, FR, GB, GR. IT. LI, 



20020423 JP 2000-544688 

20060905 US 2000-673490 

AU 1998-2989 

AU 1999-8419 

WO 1999-AU28B 
eeombinant e.>- conotoxin peptide is 

loop between cysteine residues 5 and 
sequence which has undergone 2:1 amino 



199904 16 
20001211 
199804 16 
19990201 
19990416 



acid substitutions or side chain modifications. The peptides of the 
invention are usetul in the treatment of conditions benefiting froa 
calcium channel blockade. 

IT 182804-17-7 

RLc PRP (Properties) 

(unclaimed protein sequence,- Conotoxin peptides and use as 
therapeutic calcium channel blockers) 
RN 182804-17-7 CAPLUS 

CN <o-conotoxin O VIA (reduced), 27-l- tyrosine- <9CI> (CA INDEX NAME) 
Absolute stereochemistry. 
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Me. ^OH 

Jo ^ ICH 2 ) 4 0 ^ < ^\^'* 
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Preparation of fucopeptides and amidodexoyga lactose 
derivatives as sialyl Lewis x mimetics 
Wong, Chi Huey; Lin, Chun Cheng,- Kajimoto, Tetsuya 
The Scripps Research institute, usa 
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MARPAT 131:272180 



19970919 
19950321 
19950825 
19960321 
CZ, DE, DK. EE. 
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RO, RU, SD, SB. 

FI. FR. GB. OR. 

CM, OA, GN 

199B0601 
A2 19950321 
A2 19950B25 
A2 19960321 
A2 19970919 



!0H 



Rl I 



Me -A— ■ O^OH 
HO^ y)H O , Me 

/ \ 



Glycopeptides I (R • Me. Rl - peptidic residue; or Rl "OH. R - peptidic 
residue) or their pharmaceut i cal ly acceptable salts, were prepared and shown 
to mimic the configuration and essential functional groups of sialyl Lewis 
X in space. The glycopeptides exhibit substantially the same biol . 
activity as sialyl Lewis X in the E-selectin binding assay and can be 
employed for blocking neutrophil inflammatory conditions. Prepared eompds . 
I showed IC50 - 0.05 to 10 mM in a HL-60/E-aelectin adhesion binding 
assay., with II being the most active. 
178271-76-6P 17B271-77-7P 184005-79-6P 
184O05-82-1P 184005-92-3P 184005-93-4P 
1B4005-94-SP 245343-41-3P 245343-42-4P 
245343-43-5P 

RL: BAC (Biological activity or effector, except adverse) > BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparat ion) / USES (Uses) 

(preparation of fucopeptides and amidodexoyga lactose derivs. as sialyl Lewis 

x mimeti'cs) 

178271-76-6 CAPLUS 

L-Threonine, <4R> - 1- (4 -carboxy- l-oxobutyl > -4 - hydroxy- L- prolyl -O- (6-deoxy- 
u-L-galactopyranosyl) - . 2-ethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 

« (CH 2 )3 .0 On OEt 



H0 2 C 



■ I. I 

- Me O. „ 11 



RN 178271-77-7 CAPLUS 

CN L-Threonine. (3S, 4R) - 1 - (4 -car boxy- 1 -oxobutyl) - 3 , 4 -di hydroxy -D-proly 1 -0- (6- 
deoxy- u-L-galactopyranosyl) • , 2-ethyl ester (9Ci> <ca index NAME) 

Absolute stereochemistry. 

^<CH 2 )3 0 0 0Et 



f 



RN 184005-79-& CAPLUS 

CH L-Threoninamide, (4R) - N- (3 -carboxy- 1 -oxopropyl ) -4 - hydroxy- L- prolyl -O- (6- 
deoxy- (i - L-ga Lactopyranosy 1 > -N- ( (10S) - 10- [ (hexadecy loxy) carbonyl 1-13- 
oxo-3,6. 14-trioxa-9-azatriacont-i-yi] - (9CI) (CA index NAME) 

Absolute stereochemistry. 



o 

H I 



R B ! 



Y 



RN 184005-82-1 CAPLUS 

CN L-Glutamic acid, (4 R) - 1 - (4 -carboxy- 1 -oxobutyl ) -4 -hydroxy-L-prolyl-O- (6- 
deoxy-u-L-galactopyranosyl ) -L-threonylglycyl - . 4 . 4 -dihexadecyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 Si- ^° 

7 X 



i 



RN 184005-92-3 CAPLUS 

cn L-Threonine, 1 - (4 -carboxy- 1 -oxobutyl ) - (4S) -4 -hydroxy -D-prolyl-O- (6-< 
d-L-galactopyranosyl) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
* (CH 2 >3 



r 

J . OH 



jR R] 



RN 184 005-93-4 CAPLUS 

CN L-Threonine, 1- (4 -carboxy- 1 -oxobutyl ) - MS) -4 -hydroxy-L-prolyl-O- (6-i 
u-L-galactopyranosyl)-. 2-ethyl ester (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



c ." ^N 3 



RN 184005-94-5 CAPLUS 

CN L-Threonine, 1- (4 -carboxy- 1 -oxobutyl ) - t4R) -4 -hydroxy-D-prolyl -0- [6-deoxy- 
a-L-galactopyranoayl) - , 2-ethyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 245343-41-3 CAPLUS 

CN L-Threonine, (4R) -1- ( 3 - carboxy- 1 -oxopropyl ) - 4 - hydroxy- 1,- prolyl -0- (6-deoxy- 
<i-L-galactopyranosyl) l-ethyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 

H0 2 C y O © oet 



RN 245343-42-4 CAPLUS 

CN L-Threonine, (4R>-1- ( 5 -carboxy- 1 -oxopentyl ) -4- hydroxy -L-prolyl-O- (6-deoxy- 
u-L-galactopyranosyl > - , l-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



V 




RN 245343-43-5 CAPLUS 

CN L-Threonine, (4R) -l- (6 - carboxy- 1 -oxohexyl ) - 4 - hydroxy- L- prolyl -O- (6-deoxy- 
ii-L-galactopyranosyl> - , l-ethyl ester (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 

^-(CH 2 )5^^0 o, ,0Et 



k 



IT 178271-95-9P 178271-97-1P 18400S-76-3P 
185753-14-4P 24534J-24-2P 245343-28-6P 
Z45343-3O-0P 

RL; RCT (Reactant); 3PN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (ucopeptides and am idodexoyga lactose derivs . as sialyl Lewis 

x mimetics) 
RN 178271-95-9 CAPLUS 

CN L-Threonine. (4R)-1- tl , S-dioxo-5- (phenylmethoxy) pentyl] -4 -hydroxy- L- prolyl - 
0- re-deoxy-2, 3,4-tt is-0- (pheny lmethyl ) - u-L-galactopyranosyl]-. ethyl 
ester Oci) (ca index name) 

Absolute stereochemistry 




RN 178271-97-1 CAPLUS 

CN L-Threonine. OS, 4R) -3,4 -di hydroxy- l - (1 , 5-dioxo-5- (phenylmethoxy) pentyl] -D- 
prolyl-O- |6-deoxy-2, 3 ,4 -tris-0- (phenylmethyl ) - n - L-galactopyranosylJ - 
, ethyl ester (9CI) (CA INDEX name) 



Absolute stereochemistry. 



Ph^O 



Me O^s *' 



RN 184005-76-3 CAPLUS 

CM L-Threoninamide, (4R> -N- U,4-dioxo-4- (phenylmethoxy) butyl ] -4 -hydroxy-L- 
prolyl -0- (6-deoxy- 2 , 3, 4-tria-O- (phenyl methyl > - «• L-galactopyranosy 1 ) • 
N- { ( 10S ) • 1 0 - | (hexadecyloxy)carbonyl ] - l3-oxo-3, 6, 14 - trioxa - 9-azat riacont - 1 - 
yl)- (9CII (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 



P 




1B57S3-14-4 CAPLUS 

L-Threonine, (4 R> - 1 - ( 1 , S-dioxo- 5 - (phenylmethoxy ) pentyl ) -4 - hydroxy -L- prolyl - 
O- (6-deoxy-2. 3.4-tris-O- (phenylmethy l ) - u-L-galactopyranosyl ) - (9CI) 
(CA INDEX NAME > ■ 



Abaolute stereochemiatry. 

p,, \/°Y icii2 ' 3 y ° 



RN 24 5343-24-2 CAPLUS 

CN L-Threonine, (4S>-1- 1 1 , S-dioxo- 5 - (phenylmethoxy ) pentyl J -4 -hydroxy- L-prolyl - 
o- 1 6-deoxy- 2, 3 , 4 -tr is-o- (phenylmethy 1 ) - «- L galactopyranosyl J - , ethyl 
eater (9ci) (ca index name) 

Absolute stereochemistry. 



1 

i 



RN 245343-28-6 CAPLUS 

CN L-Qlutamic acid, (4 R) -4 - hydroxy- 1 - [ 1 , 5 -di oxo- 5- (phenylmethoxy) pentyl) *L- 
prolyl -O- (6-deoxy- 2,3, 4 -tris-O- (phenylmethyl ) - a- L-galactopyranosyl) - 
L-threonylglycyl-. dihexadecyl eater (9CI) (CA INDEX NAME) 

Abaolute stereochemiatry. 



Ph . O „ (CH 2 I3. „ O HN .O 0 . ^ 



245343-30-0 CAPLUS 

L-Threonine, (4S) - 1 - |l , 5-dioxo-s- (phenylmethoxy) pentyl] -4-hydroxy-D-prolyl- 
O- [6-deoxy- 2, 3 , 4 -tri3-0- (phenylmethy 1) - u- L-galactopyranoayl] - . ethyl 



eater (9cn (ca index name) 
Absolute stereochemistry . 

Ph^^O. <CH 2 )3 

1 r i? 



f 
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The molecular- replacement solution of an 
intermediate-sized helical polypeptide, antiamoebin I 
Snook. C. ?.; Wallace, B. A. ' 
Department of crystallography, Dirkbeck College, 
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Acta Crystal lographica , Section D: Biological 
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Journal 

English 

use of mol . -replacement methods for the solution of the 



intermediate-sized helical polypeptide antiamoebin I required the careful 
consideration of a number of parameters and exhibited some unusual 
Characteristics when compared with mol . -replacement solna. of globular 
proteins. High-resolution data were required owing to several features, 
including the comma- like shape of the mol. (which result a in a pseudo-sym. 
structure at low resolution), the relative uniformity of Che structure in th< 
direction along the helix axis and the small differences between the two 
independent mols. in the PI aaym. unit. Other parameters which were 
important for the solution of this relatively low solvent content closely 
packed cell included the radius of integration, the ose of normalized 
structure factors and especially the choice of starting model. 
IT 64347-37-1, Antiamoebin I 

RL: BSU (Biological study, unclassified) ,■ PRP (Properties) .* BIOL 
(Biological study) 

(mol . -replacement solution of an intermediate- s i zed helical polypeptide, 
antiamoebin I) 
RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 



■ JL M s 



0 li 1 

O |j Et , ! -L a. .N 

i~ AW' ^ 

h H Me 0 

; N I "Me 



H Me A* 
H2N o 



t 
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1999:613942 CAPLUS 
131:243593 

Preparation of peptides as inhibitors of caspasea 
Wannamaker, Marion w.,- Bemis, Guy ».; Charifson, Paul 
S.; Lauffer. David J.,- Mullican, Michael D . ; Murcko. 
Mark A.,- Wilson, Keith P.,- Janetka. James W., Davies, 
Robert J.,- Grillot. Anne-Laure, Shi. Zhan,- Forster. 
Cornelia J. 

Vertex Pharmaceuticals Incorporated, USA 

PCT Int . Appl . , 2 97 pp . 

C0DEN : PIXXD2 

Patent 

English 



APPLICATION NO. 



19990923 
1 9991 125 
AU. AZ, BA, 



WO 1999-USS919 



AB. AL. AM, AT. 

DE, OK, EE, ES, 
JP, KE, KG, KP, KR. KZ , LC. 



BY. CA. CH, 
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CA 1999-2324226 
AU 1999-30986 



R : AT. BE 

IE. SI, t 

HU 2001003575 
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NZ 506963 

NZ 5282S2 

TW 243828 

RU 2274642 
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NO 2000004546 

MX 2000PA09162 

US 6531474 

IN 20OOKN00322 

BG 104863 

US 2003232986 

AU 20032S5217 

JP 2006206600 

AU 2007200251 
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CH. DE, 
LT, LV, PI, 



19990923 
19991011 
20040115 
20001121 
20010103 
ES. FR, GB 



BR 1999-9660 
EP 1999-912662 
GR. IT, LI. LU. 



RO 

20020228 
2002030b 
20020621 
20031031 
20050527 
20051121 
20060420 
20020205 
20001109 
20010405 
20030311 
20050311 
20010430 
20031218 
20031113 
20060810 
20070208 



TR 2001-3406 
NZ 1999-506963 
NZ 1999-528282 
TW 1999-88104386 
RU 2000-126298 
ZA 2000-4652 
NO 2000-4546 
MX 2000-PA9162 
US 2000-665503 
IN 2000-KN322 
BG 2000-104863 
US 2002-314103 
AU 2003-255217 
JP 2006-75461 
AU 2007-200251 
US 1998-78770P 
AU 1999-30986 
JP 2000-536738 
WO 1999-US5919 
US 2000-665503 
AU 2003-255217 

R SOURCE (S). MARPAT 13 1:243593 

Peptides R1NR2XCONR4CR52CONHY {Y - CH (CHO) CH2 (CH2 ) mCOR7 , 
R7 • OH or ester, NHOH ) or cyclic lactol derivative when 
NR3 <R3 » H, an amino acid side chain, alkyl, cycloalkyl, 



SK, SL. TJ, 



199903 19 
19990319 
IL. SE. MC. PT, 

199903 19 

1 99903 19 

19990319 

19990319 

19990319 

19990319 

19990319 

20000905 

20000912 

20000919 

20000919 

20000919 

20001016 

20021206 

2003 1022 

20060317 

20070122 
Al 19980319 
A3 19990319 
A3 19990319 
W 19990319 
A3 20000919 
A3 20031022 

l» • o or l and 
R7 is OH; X - CR3 2 i 
aryl, etc.); Rl 



. H, R8, CORB, COCORB, S02R8, SORB, C02RB, CONHRfl, S02NHRS , SONHR8 , 
COCONHR8, COCH:CHR8. etc. (R8 > alkyl, cycloalkyl, aryl. etc.) f R2 - H or 
R2 and R3 may form a ring; R4 « H and R5 - H, amino acid side Chain, RB, 
etc. or R4 and R5 may form a ring! were prepared as inhibitors of caspases. 
Thus. p-AcNHC6H4C0-L-val-L-Pro-NHCH(CHO)CH2C02H- (S) was prepared by the 
solid-phase method and showed ki < 10 nm for inhibition of 
interleukin- 1 p converting enzyme (ICE, caspase-1) . 
IT 244131-81-5P 244131-82-6P 244131-83-7P 
244131-84-8P 244131-8S-9P 244131-B6-0P 
244131-87-IP 244132-40-9P 

RL: BAC (Biological activity or effector, except adverse)/ BSO (Biological 
study, unclassified), SPN (Synthetic preparation); THU (Therapeutic use) t 
BIOL (Biological study); PREP (Preparation), USES (Uses) 
(preparation of peptides as inhibitors of caspases) 

RN 244 13 1-81-5 CAPLUS 

cn L- Prol inamide , N- (4 -methoxybenzoyl ) - L-vaJyl - 4 - (acetylanino) -N- ( (IS) - 2- 
carboxy-1- formylethyl ]- . (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 244131-82-6 CAPLUS 

CN L-Prol inamide, N- (4 -methoxybenzoyl) -L-valyl -N- ( (IS) -2-carboxy-l- 

formylethyl) -4- I I [ (1 -met hy let hy 1) ami nol carbonyl I amino) -. (4R>- (9CI) {CA 

INDEX NAME) 

Absolute stereochemistry. 




i-PrNH IT 



CHO 



RN 244131-83-7 CAPLUS 

CN L-Prol inamide, N- < 1 - i soqu i nol i nyl car bony 1) -L-valyl -N- I (IS) -2-carboxy-l- 

forroylethyl ) -4- ( [ (< l methylethyl >amino) carbonyl) amino) - , MR>- <9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



T 

CHO 

N " "J O 



RN 244131-84-6 CAPLUS 

CN L-Prol inamide, Nil- iaoquinolinylcarbonyl ) - L-valyl -N- [ (IS) - 2 - carboxy- 1 - 
formylethyl! -4- I (methyl aul fonyl ) amino) -, MR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



a 



o 



w// 



RN 24 4131-85-9 CAPLUS 

CN L-Prol inamide, N- (4 -methoxybenzoyl > -L-valyl - N- (<1S) - 2 -carboxy- 1 - 

formylethyl I -4- [ (met hoxycarbonyl ) amino] -, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



J* 



RN 24413 1-86-0 CAPLUS 

CN L- Prol inamide, N- ( 1 - i soqu i nol inyl carbonyl ) - L-valyl -N- [ ( IS) -2 - carboxy- 1- 
formylethyl) -4- [ (methoxycarbonyl ) amino) -, MR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 244131-87-1 CAPLUS 

CN L- Prol inamide, N- (1 - isoquinol i nyl carbonyl ) -L-valyl -4- (acetylamino) -N- I (IS) - 
2 -carboxy- l-formylet.hyl] -, (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 24 4132-40-9 CAPLUS 

cn L- Prol inamide, N- (4 -amino-3 -chlorobenzoy 1 ) - L-alanyl -N- | (IS) - 2 - carboxy- 1 - 
formylethyl) -4 -roethoxy- , MR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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i ISSN: 0968-0896 



IO^\V^ 
HO -A— > 



NCH 2 CO- AAl- AA2 -AA3-NH 2 11 



A combinatorial library of 125 compds . with a structure consisting of 
1-azafagomine (I) linked at N-l via an acetic acid linker to a variable 
tripeptide was synthesized. The library was synthesized by Merrifield 
split and mix synthesis of the peptide, followed by capping with 
chloroacetate, regioselecti ve nucleophilic substitution with 1-azafagomine 
and cleavage from the polymeric support. The a zafagomine- peptide library 
II IAA1 , AA2, AA3 - Ala. Phe. Ser, Thr, Hyp; Hyp > 4 • hydroxyprol inel was 
screened for inhibition of P-glucosidase , <i-glucosidase and 
glycogen phosphorylase and found to display p-glucosidase inhibition. 
Deconvolution of the library revealed that some inhibition was caused by 
all library members but the strongest inhibitor was clearly a compound 
having three Hyp residues in the peptide fragment. This compound was a 
weaker but more selective inhibitor than 1-azafagomine itself. 
251471 - 48-4DP , combinatorial tripeptide library containing 
RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation).- BIOL (Biological 
study); PREP (Preparation) 

(synthesis Of a combinatorial library of azafagomine-containing tripeptides 

as glycosidaae inhibitors) 

261471-4B-4 CAPLUS 

L-Throonine, (4R) -4 - hydroxy- 1 - ( ( (3 ra,4fl, 5») - tetrahydro- 4 , 5- 

dihydroxy-3- (hydroxymethyl ) - 1 (2H) -pyridazinyl J acetyl] -L-prolyl- <9CI> (CA 
INDEX NAME) 



30-Dec. 5, 1997 (1999), Meeting Date 1997. 714-715. 
Editor(s): shimonishi , Yaautsugu. Kluwer: Dordrecht, 

Neth. 

CODEN •. 6BBYAS 
Conference 
English 

AB In this study, the roles of amino acid residues at positions 5, 6 and 7 

were examined, and here the authors report that Arg is the most important 
residue for biol . activity of the NMU-8 mol . d-NMU-6: pGlul-Phe2-Leu3-Phe4- 
Arg5-Pro6-Arg7-Asn8-NH2. 

IT 250706-15-1 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 

(absolute importance of arginine residue at position 7 of dog neuromedin 
U-8 for contractile activity) 
RN 250706-15-1 CAPLUS 

CN L-Aspartamide, 5 -oxo-L- prolyl -L-phenylalanyl -L- 1 eucyl-L- phenyls lanyl-L- 
arginyl- (4R> ■ 4 - hydroxy- L- prolyl - L- arglnyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H2N 0 
H 2 N^ ^ v ,Jl s . (CH 2 ) 3 



I o o < o 

» . i! a J JL 



' I 0 NK i-Bu 
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131 :272167 

Synthesis and evaluation of hydroxyprol ine- derived 
isoprenyltranaferase inhibitors 

O'Connell, Celeste E . ; Ackermann, Karen, Rowel 1, 
Cheryl A.; Garcia, Ana Maria; I^swis; Michael D. ,• 
Schwartz, C. Eric 

Eisai Research Institute, Andover, MA, 01810, USA 
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Absolute stereochemistry. 
Double bond geometry as shown. 



<, 1 

V? 1 



C0 2 H 

M 




HS I 



AB A series or pept idomimet i cs- based on a hydroxyprol ine scaffold was prepared 
and evaluated for inhibition of f arnesyltran3ferase (FTase) and 
geranylgeranyltransferase I (OGTase I) in both enzymic and cell -based 
assays. A number of analogs were potent and selective inhibitors of FTase. 
while one pept idomimet i c, hydroxyprol ylmetriioninate I, was nonselective in 
the enzymic assays but eight- fold selective for inhibition of OGTase in 
the cellular assay (icso - 0.39 uM) . Thus, I should be a useful tool 
to help elucidate the contribution of protein f arnesylation or 
geranylgeranylation to growth regulation. 

IT 24S419-S2-7P 245419-54-9P 24S419-57-2P 
245415-59-4P 245419-61-8P 245419-64-1P 
245419-67-4P 245419-71-0P 245419-74-3P 
245419-77- 6P 245419-80-1P 245419-83-4P 
24S419-85-6P 245419-B7-BP 24S419-89-0P 
24S419-91-4P 245419-93-6P 245419-95-8P 

245419- 98-1P 245420-0O-2P 245420-02-4P 

245420- 04-6P 245420-06-8P 245420-08-OP 
24S420-10-4P 24S420-12-6P 245420-14-8P 
245420-17-1P 24S420-19-3P 24S420-21-7P 
24S420-21-9P 245420-25-lP 

RL: BAC (Biological activity or effector, except adverse) ,• BSU (Biological 
study, unclassified) ,- SPN (Synthetic preparation) ,- BIOL (Biological 
study) .• PREP (Preparation) 

(preparation and evaluation of hydroxyprolylmethionine-based peptidomimetic 
inhibitors of PTase and GGTase-I) 
RN 245419-52-7 CAPLUS 

CN L- Met hi on ine. (45) -1- I (2E, 4R) -4 -amino- S-mercapto- 2 - penteny 1 ] - 4 - phenoxy - L- 
prolyl , bis(trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 



CM 2 

CRN 76-05-1 
CMF C2 H P3 02 



F 
I 

F'-C- C0 2 H 
F 

RN 246419-54-9 CAPLUS 

CN L-Methionine, (4S) - 1- [ (2E.4R) - 4 - amino- 5 -mercapto- 2 -pentenyl) -4 -phenoxy-L- 

prolyl-, methyl ester, bis 1 1 r i f luoroacecate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 245419-53-B 

CMF C22 H3 3 N3 04 S2 

Absolute stereochemistry . 
Double bond geometry as shown. 



NH 2 




SMe 



Pho 



CM 2 

CRN 76-06-1 
CMF C2 H F3 02 



RN 24 5419-57-2 CAPLUS 

CN L-Methioni»e, (4R) -l- [(2E.4R) -4-amino-5-mercapto-2-pentenylJ -4 -phenoxy-L- 
prolyl-, bis (trifluoroacetate) (salt) <9CI> (CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry as shown. 



C2 H F3 02 



245419 59 -4 CAPLUS 

L-Met hionine, (4R)-l-|(2E,4R) -4 - amino- 5 -mercapto- 2 -pentenyl ) -4 -phenoxy-L- 
prolyl-. methyl ester, bis (cri f luoroacetate) (salt) (9CI) (CA index name) 



Absolute stereochemistry. 
Double bond geometry as shown. 




24 54 19-61-8 CAPLUS 

L-Methionine. <4S)-l- I (2B, 4R) -4 -amino- 5 -mercapto- 2 -pentenyl J -4 
prolyl-, bis (trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 



NH 2 



v»_7 



C0 2 H 



I 

r-c-co 2 H 
p 



RN 2454 19-64-1 CAPLUS 

CN L-Met hi onine. <43> - 1 • | < 2E, 4R) -4 -amino- 5-mercapto- 2 -pentenyl ] - 4 - phenoxy-D- 

prolyl-. methyl ester, bis (trifluoroacetate) (salt) (9C1) {CA INDEX NAME) 

CM 1 

CRN 245419-63-0 

CMP C22 H33 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 




PhO 



CM 2 

CRN 76-05-1 
CMP C2 H F3 02 



F 

I 

F-C-CO2H 



RN 24 54) 9-67- 4 CAPLUS 

CN L-Met hionine, MS) -1- | (2E.4R) -4 -amino- 5-mercapto- 2-pentenyl ] -4- ((5,6. 7, 8- 
tet rahydio 1 -naphtha lenyl ) oxyl - L- prolyl - . bis (tri t luoroacetate) (sal t ) 

(9CI) (CA INDEX NAME) 
CM I 

CRN 245419-66-3 

CMP C2 5 H3 7 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F C CQ 2 H 



RN 245419-71-0 CAPLUS 

CN L-Met hionine, (4S> - 1 - ( (2B, 4 R) -4 -amino- 5-mercapto- 2 -pentenyl J -4- [(5,6,7,8- 
tetrahydro- 1 -naphtha lenyl >oxy) -L-prolyl - , methyl ester, 
bis (trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 245419-70-9 

CMF C26 H3 9 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown . 



O OMe 

O 

/ ~\ n' 3 x * SMe 
N 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

i 

F-C-CQ 2 H 



RN 245419-74-3 CAPLUS 

CN L- Methionine, <4S)-l-((2E,4R) - 4 -amino- 5 -mercapto- 2 -pentenyl ] -4 - (1 - 

naphthalenyloxy) -L-prolyl-, bis (crif I uoroacetate) (salt) (9C1) <ca index 
NAME) 

CM 1 

CRN 245419 13-2 

CMP C25 H33 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 




MeO^ t . O 




I 

F-C-C0 2 H 



RN 245419-80-1 CAPLUS 

CN L-Methionine, (43) - J- [ (2E,4R> - 4 -amino- 5-mercapto- 2 • pentenyl] -« - ( tl . 1 1 - 
biphenyl] -4-yloxy) -L-prolyl - , bis ( t r i fl uoroacetate* taalt) (9CI> (CA 
INDEX NAME) 



F-C-C0 2 H 



Absolute stereochemistry 
Double bond geometry as shown. 



e r 



245419-77-6 CAPLUS 

L- Methionine, <4S)-1-(<2E,4R) -4 -amino- 5 -mercapto- 2 -pentenyl) -4- (l- 
napht halenyloxy) -L-prolyl - , methyl ester, bis (tri f luoroacetate) (salt) 
(9C1) (CA INDEX NAME) 



C0 2 H O 



Absolute stereochemistry. cmf C2 H F3 02 

Double bond geometry as shown. 



245419-83-4 CAPLUS 

L- Methionine, (4S) - 1- [ (2B, 4R> -4 -amino- 5-mercapto- 2 - pentenyl ) -4- ( (1, 1 * - 
bi phenyl J - 4 ■ yloxy ) - L-prol yl - , methyl ester, bis (tri f luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 



CM 



1 



Absolute stereochemistry. 
Double bond geometry as shown. 



N ^\ S 

\ S/ 



I 




245419- 87 -fl CAPLUS 

L-Methionine. (4S) -1 - 1 (2E, 4R) -4-amino-S-mercapto-2-pentenyll -4- 14- 
(tritluoromethyUphenoxyl -L-prolyl-, methyl ester, bio (tri t luoroacetate) 
(salt) (9CI) (CA INDEX NAME) 



CM 



1 



Absolute stereochemistry. 
Double bond geometry as 9hown. 



24 5419-85-6 CAPLUS 

L- Methionine, (4S)-l-l(2E,4R) - 4 -amino- 5 -mercapto- 2 -pentenyl ) -4 - [4 - 

(tri t luoromethyl) phenoxyl -L-prolyl - , bis (tri f luoroacetate ) (salt) (9CI) 

(CA INDEX NAME) 
CM 1 



, SH 
, ,CF 3 



Absolute stereochemistry. 
Double bond geometry as shown. 



246419 89-0 CAPLUS 

L -Methionine, (4S> -1- [ (2E.4R) -4 -ami no- 5 -mercapto- 2 -pentenyl I -4- (3.4- 
dimet.hoxyphenoxy) -L-prolyl-. bis (cri f luoroacetate) (salt) (9C]> (CA INDEX 
NAME) 

CM I 



Absolute stereochemistry. 
Double bond geometry as shown. 



r 



OMe 

I 




CRN "36-05-1 
CMF C2 H F3 02 



CRN T6-05-1 
CMP C2 H F3 02 



245419-93-6 CAPLUS 

L- Methionine, I4S) - 1 - H2E.4R) -4 -amino- 5 -mercapto- 2 -pentenyl] -4- (2- 
propylphenoxy) -L-prolyl- , bis (tri f 1 uoroacetatel (salt) (9CI) {CA 
NAME) 

CM 1 



-C- C0 2 H 



RN 24541V-91-4 CAPLUS 

CN L- Methionine, <4S) -1- I (2E.4R) -4 -amino- S-mercapto- 2 -pentenyl J -4- 13,4- 

dimethoxyphenoxy) -L-prolyl - , methyl ester, bis (tri f luoroacetate) (salt) 

(9CI) (CA INDEX NAME) 
CM 1 



Absolute stereochemistry. 
Double bond geometry as shown. 



Absolute stereochemistry. 
Double bond geometry as shown. 



J 



:0 2 H 



r 



245419-95-8 CAPLUS 

L- Methionine, <4S) - 1 • l(2E,4R) -4 -amino- 5-mercapto- 2 -pentenyl 1 - 4 - (2 - 
propyl phenoxy) -L-prolyl - , methyl ester, bis (tri f luoroacetate) (salt) (9CI) 
(CA INDEX NAME) 



CM 



Absolute stereochemistry. 
Double bond geometry as shown. 



I 

n-Pr 



245419-98-1 CAPLUS 

L- Methionine, (4S)-1-[(2E,4R) -4 - amino- 5 -mercapto- 2 -pentenyl ] -4 - (4 - 
butylphenoxy) -L-prolyl-, bis ( t r i f 1 uoroacetate ) (salt) (9CI) (CA INDEX 



Absolute stereochemistry. 
Double bond geometry as shown. 



r 



245420-00-2 CAPLUS 

L-Methionine, (4S) - 1 ■ ( (2E,4R) -4 -ami no- S-mercapto- 2 -pentenyl) -4- (4- 
butylphenoxy) -L-prolyl - , methyl ester, bi s < tri f luoroacetate) (salt) (9CI> 
(CA INDEX NAME) 



CM 



1 



Absolute stereochemistry. 
Double bond geometry as shown. 



• 'I 



NH 2 



\'./ I 



245420-02-4 CAPLUS 

L-Methionine, (4S) -l- ( (2E.4R) -4 -amino- 5-mercapto-2 -pentenyl J -4- (4- (l- 
methyl ethyl ) phenoxy) - L- prolyl - , bis (trif luoroacetate) (salt) (9CI) (CA 

INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 



NH 2 



245420-06-8 CAPLUS 

i, -Methionine, (4$) • I - ( 13E , 5R ) - 5 - ami no- 6 -mercapto- 3 - hexeny 1 ] -4 -phenoxy -L- 
prolyl-, bis(trifliioroaeetate) (salt) <9ci) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 



NH 2 , N v 



u 

I... 



RN 24 54 20 -04 -6 CAPLUS 

CN L-Metnionine. (45) - 1 ■ [ (2E. 4R) -4 -amino- 5-mercapto- 2 -pentenyl ) -4- 14- ti- 
met hy let hyl ) phenoxy 1 - L- prolyl - . methyl ester, bis (tri f luoroacetate) (salt) 
(9CI> (CA INDEX NAME) 

CM 1 

CHN 245420-03-5 

CMF C25 H3 9 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 




CRN -76-05-1 
CMF C2 H F3 02 



F C • C0 2 H 
F 

RN 245420-08-0 CAPLUS 

CN L- Methionine, <4S)-l-[(3E.5R) - 5- ami no- 6 -mercapto- 3 - hexenyl) -4 -phenoxy -L- 

prolyl-, methyl ester, bis (tri t luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 245420-0T-9 

CMF C23 H35 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



1 

F-C- C0 2 H 



RN 245420-10-4 CAPLUS 

CN L-Methionine, <4S> - 1- [ (5R! - 5-amino-6-mercaptohexyl ] -4 -phenoxy-L-prolyl - . 
bis (tri f'luoroacetate) (salt) (9CI) (CA INDEX NAME) 



RN 24 54 20 -12-6 CAPLUS 

CN L-Methionine, (49) ■ 1- ( (5R) - 5 - amino- 6 -mercaptohexy 1 J -4-phenoxy-L-prolyl- , 
methyl ester, hia (tri f luoroacetate) (salt) I9CI) (CA INDEX NAME) 

CM 1 

CRN 245420-11-5 

CMF C23 H3 7 N3 04 S2 

Absolute stereochemistry. 



NH 2 




PhO 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



Absolute stereochemistry. 



24 54 20-14-8 CAPLUS 

L-Methionine. (4S) - 1 - ( (5R) - S-amino- 6-mercaptO-l-oxohexyl J -4-phenoxy-L- 
prolyl-, mono (tri 1 luoroacetate) (salt) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



T r ? 

NH 2 N 



I 

F-C-C02H 



UN 24 54 20- 11-1 CAPLUS 

CN L-Methionine, (4S) -1- [ (SR) - 5 - amino- 6-mercapto- 1 -oxohexyl ) -4 - phenoxy- L- 
prolyl-, methyl eater, mono (tri f luoroacetate) (salt) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 245420-16-0 

CMF C23 H3 5 N3 05 S2 

Absolute stereochemistry. , 




PhD 



CM 2 

CRN 76-Ob-l 
CMF C2 H F3 02 



F 
I 

r-c- co 2 h 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



I 

F-C • C0 2 H 
F 



RN 245420-21-7 CAPLUS 

CN L-Methionine, (4S> -l- \ (2R. 3E. 5R> - 5 -amino- 6-mercapto- 2 - (1 -methylethyl ) -3 - 
hexenyl] -4 -phenoxy-L-prolyl-, methyl ester, bis (tri f luoroacetate) (salt) 

(9CI) (CA INDEX NAME) 
CM 1 

CRN 245420-20-^6 

CMF C2 6 H41 N3 04 S2 

Absolute stereochemistry. 
Double bond geometry as shown. 



245420-19-3 CAPLUS 

L- Methionine, (4S)-l-[(2R,3E,5R) -5-amino- 6-mercapto- 2- ( 1 -methylethyl ) -3- 
hexenyl] -4 -phenoxy- L-prolyl- , bis (tri f luoroacetate) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 




Absolute stereochemistry. 
Double bond geometry as shown. 



- C-C0 2 H 
I 



245420-23-9 CAPLUS 

L-Methionine, (4S> - 1 • I <2R, 3E, 5R) - 5 -amino- 6-mercapto- 2 - ( 1 -methylethyl ) - 1- 
oxo- 3 hexenyl J -4 -phenoxy-L-prolyl - , mono (t ri f luoroacetate) (salt) (9CI) 
(CA INDEX NAME) 



CM 



1 



Absolute stereochemistry. 
Double bond gttometry as shown. 



N 



C0 2 H 



245420-25-1 CAPLUS 

L- Methionine, (4S) -i- [ (2R, 3B. SR) -5-amino -6-mercapto- 2- (1 -methylethyl ) -1- 
oxo-3 - hexenyl | -4 -phenoxy- L- prolyl • , methyl ester, mono (trif luoroacetate) 
(Salt) <9CI> (CA INDEX NAME) 

CM I 



Absolute stereochemistry. 
Double bond geometry as shown. 
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Isolation and structural elucidation of new 
peptaibols, bergofungins a, c and D, from 
Emericellopsis donezkii HKI 0059 

Berg, Albrecht; Schlegel, Brigitte,- Inn. Wolfgang? 
Demuth, Ulrich; Orafe. Udo 

Hans -Knoll -institute of Natural Products Research, 
Jena, D-07745, Germany 

Journal of Antibiotics (1999), 52(7), 666-669 

CODEN: J ANT A J ; ISSN: 0021-8820 

Japan Antibiotics Research Association 
Journal 
Engl ish 

uctures of 3 bergofungins homologous Co bergofungin 
donezkii. are described. The 3 peptaibols display 



AUTHOR (S) : 

CORPORATE SOURCE ; 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 

AB The isolation and si 
A. newly found 

antibacterial and antifungal activities 
IT 245670-50-2P. Bergofungin B 245670 -52 -4P , 
24 5670-53 -5P , Bergofungin 
RL: BAC (Biological activity or effector, except adverse)/ BDC (Biological 
occurrence),- BPN (Biosynthetic preparation); BSU (Biological study, 
unclassified), PRP (Properties)/ PUR (Purification or recovery) ; BIOL 
(Biological study); occu (Occurrence); prep (Preparation) 

(new peptaibols bergofunginB B, C and D from Emericellopsis donezkii 

HKI 0059) 
RN 245670-50-2 CAPLUS 

CN Bergofungin B (9Ci> (CA INDEX NAME) 



concns. £50 pg/mL. 
Bergofungin C 



Absolute stereochemistry. Rotation (♦) . 



PAGE 1-A PAOB 1-B 




RN 245670-52-4 CAPLUS 

CN Bergofungin C <9CI> (ca INDEX NAME) 

Absolute stereochemistry. Rotation (-). _ 

Pr- i 




fi Me tl 



n 
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CAPLUS COPYRIOHT 20 07 ACS on STN 
1999:469171 CAPLUS 
131 :257847 

Pseudopeptide structures for reversible holographic 
Storage and combinatorial applications 
Rasmussen, Palle H. 

Riso National Laboratory, Roskilde, Den. 
Risoe National Laboratory. (Report] Risoe-R (1999), 
Risoe-R-1124, i-vii, 1-154 
CODEN: RNLRDF; ISSN: 0106-2840 
Report 
English 

This PhD thesis is divided in two sep. parts. Part 1 deals with design 
and synthesis of new peptide based structures for holog. data storage. It 
has previously been shown that holograms can be recorded in oligomers 
(DNO,- diamino acid N<i - subst i tuted oligopeptides) consisting of 
pept i de- 1 i ke backbones with azobenzene aide chains. The holograms 
recorded in the original DNO had a number of favorable properties such as 
high diffraction efficiency and high resolution They could be recorded, 
read, and erased with light, and they had an excellent thermal stability. 
However, the original DNO also had some serious shortcomings with respect 
to response time and solubility By performing rational modifications in the 
mol . geometry, a new generation of DNO has been developed, and these are 
improved by more than a factor 350 when compared to the original DNO 
dimer. Furthermore, the new DNOs are soluble in common organic solvents and 

be assembled by solut ion- phase synthesis, which is mandatory for large-scale 
fabrication. The new generation of DNO has maintained all of the good 
properties, e.g.. retained reversibility, stability, resolution, and Che high 
diffraction efficiency, of the original DNOs, Part 2 describes the 
synthesis of new f unct i onal i zed C3 sym. scaffolds with nanoscale 
dimensions. The cyclic scaffolds are synthesized in solution from unnatural 
amino acids. The structures are intended to serve as core mols. for solution 
phase combinatorial chemical, and as templates for synthetic receptors. The 
combinatorial solut ion • phase approach (or. the activated core approach) for 
the synthesis of libraries generally has a limitation due to lack of 
addressability on the functional groups in the core. This impedes the 
deconvolution of the libraries and the subsequent synthesis of specific 
target mols. The lack of addressability has been overcome for the new 



scaffolds in the synthesis of platforms with selectively removable 

protecting groups on their side chains. The platforms were synthesized on 

a gram scale and their use as core mols. for combinatorial chemical was 

demonstrated . 

IT 2447B5-90-8P 244 785 - 92 - OP 

RL: PRP (Properties); SPN (Synthetic preparation).- PRBP (Preparation) 

(preparation of azobenzene-containing pseudopeptide oligomers. DNO, for 
reversible holog. storage) 
RN 244785-90-8 CAPLUS 

cn L-Prolinamide, (4R) - 1 -acetyl -4- [4- [ (IE) - (4 - cyanophenyl ) azo) phenoxy ) -L- 
prolyl -3-methyl-L-valyl -4- (4 - ( (IE) - <4 -cyanophenyl ) azo 1 phenoxy) -, (4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



r l rsv 

AC O t-Bu ^ R/ > 



RN 244785-92-0 CAPLUS 

CN L-Prolinamide, <4K) -l-acetyl-4- [4- I (IE) - < 4 -cyanophenyl ) azo] phenoxy) -L- 

prolyl - L-asparaginyl - 4 - (4 - [( IE) - (4 -cyanophenyDazol phenoxy) - , (4R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 



PAGE 1-A 



AC HN \S^ 
K 2 N. 



Y' 9 



I 



\ A 



IT 244786-6B-3P 

RL: SPN (Synthetic preparation).- PREP (Preparation) 

(preparation of azobenzene- conta in ing pseudopept ide oligomers. DNO, 
reversible holog. storage) 
RN 2447S6-6B-3 CAPLUS 

CN L- Prol inamide, (4R» - 1 -acetyl -4 - (4- [ (IE) - (4 -cyanophenyl ) azo) phenoxy) - L- 
prolyl - 3 -methyl - L- valyl - <4R> -4- [4 - [ (IE) - (4 -cyanophenyl ) azo) phenoxy) -L- 
prolyl - 3 -methyl - L- valyl - (4R) -4 - (4 - [ < IE) - (4 - cyanophenyl ) azo] phenoxy ] - L- 
prolyl - 3 -methyl -L- valyl -4- (4 - { ( IB) - (4 - cyanophenyl ) azo] phenoxy] -, (4R) - 
(9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



h ! V • KH2 



t-Bu N. B . • . ^) 



V V 

II ■ 



X.. 
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Solution structure of subst rate- based ligands when 
bound to hepatitis C virus NS3 protease domain 
Laplante, Steven R . ,• Cameron, Dale R . ; Aubry, Norman; 
Lefebvre, Sylvain,- Kukolj, George.- Maurice. Roger, 
Thibeault, Diane,- Lamarre, Daniel; Llinas-Brune. 
Mont ae 

Departments of Chemistry and Biological Sciences, 
Bio-Mega Res. Div., Boehringer Ingelheim (Canada) 
Ltd., Laval, C-C. H7S 2G5, Can. 

Journal of Biological Chemistry (1999), 274(26). 

18618-18624 

CODEN : JBCHA3 ; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 
Biology 
Journal 
English 

The interactions of the NS3 protease domain with inhibitors that are based 
on N- terminal cleavage products of peptide substrates were studied by NMR 
methods. Transferred nuclear overhauser effect expts . showed that these 
inhibitors bind the protease in a well defined, extended conformation. 
Protease -induced 1 i ne - broaden ing studies helped identify the segments of 
inhibitors which come into contact with the protease. A comparison of the 
NMR data of the free and protease -bound states suggests that these ligand3 
undergo r i g i di f icat i on upon complexat ion . This work provides the first 
structure of an inhibitor when bound to NS3 protease and should be 
valuable for designing more potent inhibitors. 

220425-44-5 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- PRP (Properties); BIOL (Biological study) 

(solution structure of substrate-based ligands when bound to hepatitis C 

virus NS3 protease domain) 

220425-44-5 CAPLUS 

L-Norval ine. N- acetyl - L- <i-aspartyl - L- <i-aspartyl -L- isoleucyl -L- 
valyl - (4R) -4- (phenylmethoxy) -L-proiyi- (9ci> (ca index name) 



Absolute stereochemistry. 

H02C | NH Me 

AcNH ^,N. g 

CO-jH O 



I 

N 



C02H 
" S Pr-i 
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131:45107 

Preparation of peptidyl antipicornaviral compounds 
Webber. Stephen E. ; Dragovich, Peter s.» Prins. Thomas 
J.; Littlefield. Ethel S.,- Marafcovits. Joseph T.; 
Babine. Robert E. 

Agouron Pharmaceuticals. Inc., USA 

PCT Int. Appl . , 187 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



WO 9931122 



AL, AM. AT 



KIND DATE 

Al 19990624 

AU, AZ. BA, BB, 

FI , GB, GD, GE , 

KR , KZ. LC, LK. 



MW, MX, NO, 

TR, TT, UA, 

GH. GM. KE. LS, MW, SD, SZ. UO 

FI, FR. GB, GR, 

CM, GA, GN, GW, ML. 



APPLICATION NO. 

WO 199B-US26SB3 
BG, BR, BY, CA, CH , 
GH, GM, HR, HU, ID, 
LR. LS. LT, LU, LV. 
RU, SD, SE, SO, 81, 



19981215 
CN, CD. CZ, DB, 
IL, IN, IS, JP, 
MD, MO, MX, MN, 
SK. SL, TJ. TM, 



US 5962487 
CA 2312940 
AU 9916262 
AU 762682 
EP 1037906 

R: AT, BE, CH, 
IE. FI 
BR 9813651 
HU 2001000149 
HU 2001000149 
JP 2002508389 
MX 20OOPA0S586 



IT, LU, 
NE. 
19991005 
19990624 
19990705 
20030703 
20000927 
, ES. FR. 



ZW, AT, BE, CH. 

NL. PT. SE. BP, 

TD. TO 
US 1997-991739 
CA 1998-2312940 
AU 1999-18262 



CF. CO, CI, 

19971216 
19981215 
19981215 



LU, NL, SB, 



20001003 BR 1998-13651 

20010628 HU 2001-149 
20011228 

20020319 JP 2000-539045 

20010121 MX 2000-PA5586 



A 20000815 NO 2000-3067 20000615 

US 1997-991739 A 19971216 

WO 1998-US26.583 W 199B1215 

OTHER SOURCE(S). MARPAT 131:45107 

AB Picornavital 3C protease inhibitors RSR4NCR3R6C ( : m) NR7CR2R5CR1 :CZZ1 [M * . 
0, S; Rl « H, F, alkyl, OH, SH. 0-alkyl group; R2, RS . H, alkyl. 
X-Y1-A1 <B1 >D1, X-Y2-A2 (B2)D2 (X - : CH . :CF. CH2. CF2 , CHF, S ; Yl, Y2 - 
:CH, :CP,- or X and Yl or Y2 may form a ring,- Ai, A2 ■ c, CH, CP, s. p. se, 
N, etc.; Dl and D2 are moieties with a lone pair of electrons capable of 
forming a hydrogen bond; Bl, B2 • h , F, alkyl, cycloalkyl, 
heterocycloalkyl, aryl , heteroaryl , etc.), R3 , R6 « H, F, alkyl, 
cycloalkyl, heterocycloalkyl, aryl, heteroaryl. cho, OH, SH, etc.. R4 is 
any suitable organic moiety or R4 and R3 or R6 may form a ring,- R7, R8 * H, 
alkyl. cycloalkyl, heterocycloalkyl, aryl, heteroaryl, etc. or R4 and RS 
may form a ring; Z. Zi are H, F, alkyl, cycloalkyl. heterocycloalkyl, 
aryl. heteroaryl, etc.] were prepared Thus, Et 3 - (Cbz - L-N-Me- Phe - L-Gln ) - E- 
propenoate (Cbz = benzyl oxycarbonyl > was prepared and showed Kj >loo um 
for inhibition of Rhinovirus protease. 

IT 22761J-10-7P 227613-13-0P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study),- PREP (Preparation); USES (Uses) 
(preparation of peptidyl antipicornaviral compds . ) 

RN 227613-10-7 CAPLUS 

CN L-Prol inamide. N- ( (phenylmethoxy) car bony 1 ) - L- leucyl-N- | (IS, 2B) -1- <3 -amino- 
3-oxopropyl ) -4 - ethoxy-4 - oxo-2-butenyl ) - 4- (phenylmethoxy) - , <4R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Ph o NH 



-Bu 3 



i o 
I 

N k - ^. NH 2 

v s ii 



RN 227613-13-0 CAPLUS 

CN L-Prol inamide, N- [ (phenylmethoxy) carbonyl ) -L- leucyl-N- I (IS, 2E) - 
3-oxopropyl ) -4 -ethoxy-4 -oxo-2 -butenyl) -4 - ( 1 , 1 -dimethy lethoxy) - , 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



SPN (Synthetic preparation); PREP (Preparation) f RACT 
(React ant or reagent) 

(preparation ot peptidyl antipicornaviral compds.) 

RN 227616-42-4 CAPLUS 

CN L-Prolinamide. N- [ ( phenylmethoxy) carbonyl 1 -L- leucyl-N- [ (1S.2E) -4-ethoxy-4- 
oxo-l- [3 -oxo-3- ( (triphenylmethyl)aminoipropyl) -2-butenyll -4- 
(phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



-.A 



Si 



\ R _ 
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Melanocyte stimulating inhibitory factor tri-, tetra-, 
penta-, and polypeptides and their therapeutic use as 
an antidepressant agent 

Abajian, Henry B . ; Noble, John f.r Hlavka, Joseph J. 

lnnapharma. Inc., USA 

PCT Int. Appl . , 145 pp. 

CODEN: PIXXD2 
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OTHER SOURCE(S): MARPAT 130:333360 

AB The present invention discloses novel peptides utilised to treat patients 
suffering t rom depression. These novel peptides are modifications of the 
tripeptide hormone MIF, including modification of amino terminus residues, 
carboxyl terminus residues and internal residues, including addition and 
substitution of amino acid residues and modification of the peptide bonds 
and functional side groups of reap, amino acid residues. The tri-, 
tetra-. penta-, peptides and polypeptides of the present invention may be 
utilized alone or in combination to treat patients suffering from 
depression . 

IT 173072-12-3P 173240-11-4P 173240-12-5P 
173240-13-6P 173240-14-7P 173240-15-SP 
173240-16-9P 173240-17-0P 173240-18-1P 
173240-19-2P 173240-21-6P 173240-22-7P 
173240-27-2P 173240-28-3P 224187-63-7P 
224187-65-9P 224187-66-0P 224187-67-1P 
2241B7-68-2P 224J87-89-7P 224187-90-0P 
224187-91-1P 224187-96-6P 224187-97-7P 

224187- 98-8P 224187-99-9P 224188-00-SP 

224 188- 01 • 6P 

RL: BAC (Biological activity or effector, except adverse), BSU (Biological 
study, unclassified); SPN (Synthetic preparation),- THU (Therapeutic use) ; 
BIOL (Biological study), PREP (Preparation), USES (Uses) 

(melanocyte stimulating inhibitory factor tri-, tetra-, penta-. and 
polypeptides and therapeutic use as antidepressant agent) 
RN 173072-12-3 CAPLUS 

CN L-Tryptophanamide, 4 - f 1 uoro- L-phenylalanyl - <4R> -4 -hydroxy- L-proly 1 - L- 
arginylglycyl-L-isoleucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me Et HN^ 




RN 173240-11-4 CAPLUS 

CN Glycinamide, 4 - fluoro- L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl -L- leucyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 173240-12-5 CAPLUS 

CN Glycinamide, 4 - f 1 uoro- L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl -L- isoleucyl- 
(9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 173240-13-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - <4R) -4 -hydroxy -L-prolyl-L- 

isoleucylglycyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 17324 0- 14 -7 CAPLUS 

CN L-Tryptophanamide, 4- f 1 uoro- L-pheny 1 alany 1 - (4R) - 4 - hydroxy- L-prolyl - L- 
lqucylglycyl- <9CI) ICA INDEX NAME) 

Absolute stereochemistry. 
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RN 173240-lS-fl CAPLUS 

CN L-Tryptophanamide. 4- f 1 uoro- L-phenylalanyl - (4R) - 4 - hydroxy- L-prolyl - L- 
arginylglycyl - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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RN 173240-16-9 CAPLUS 

CN L-Tryptophanamide. 3 - f 1 uoro- L-phenylalanyl - (4R) -4 -hydroxy- L-prolyl -L- 
arginylglycyl- 19C1) (CA INDEX NAME) 

Absolute stereochemistry. 



<CH 2 >3 Y 



RN 173240-17-0 CAPLUS 

CN L-Tryptophanamide, 2 - f luoro- L- phenyls 1 any 1 - (4R> - 4 - hydroxy- L- prolyl - L- 
arginylglycyl- <9CI> (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 173240-18-1 CAPLUS 

CN L-Tryptophanamide, 4 -chloro-L-phenylalanyl - MR) -4 -hydroxy-L-prolyl - L- 
arginylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 

PACE 1-A 
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RN 173240-19-2 CAPLUS 

CN L-Tryptophanamide, 4 -amino- L-phenylalanyl - (4R) - 4 - hydroxy- L- prolyl - L- 
arginylglycyl- (9Ci) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAOB 1-B 
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RN 173240-21-6 CAPLUS 

CN L-Tryptophanamide, 4 - ni tro- L- phenyls lanyl - (4R) -4 - hydroxy- L-prolyl -L- 

arginylglycyl- (9CI! (CA INDEX NAME) 

Absolute stereochemistry. 

PAOB 1-A 




PAOB 1-B 
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RN 173 24 0-22-7 CAPLUS 

CN L-Tryptophanamide. O -methyl - L- tyro3yl - <4R) -4 - hydroxy-L-prolyl -L- 
arginylglycyl- (9C1) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 173 24 0-21-2 CAPLUS 

CN L-Tryptophanamide, 4 - £ luoro-L- phenyl a lanyl - (4R> -4 - hydroxy - L- prolyl - L- 
arginylglycylglycyl - { 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 173240-28-3 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-pheny lalanyl - URI - 4 - hydroxy- L-prolyl -L- 
arginyl-L-isoleucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 224187-63-7 CAPLUS 

CN Glycinamide, 4 - chloj o- L-phenyla lany 1 • <4R> • 4 - hydroxy- L- prolyl -L- isoleucyl - 
<9CI> (CA INDEX NAME) 



Absolute stereochemistry . 



"1 



RN 224187-65-9 CAPLUS 

CN L-Tryptophan, 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy- L-prolyl -N6- 
(aminoiminomethyl) - L- lysy lglycy 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 



PAGE 1-B 
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RN 224187-66-0 CAPLUS 

CN 3- Isoquinol inecarboxamide. 4 - f luoro- L-pheny la lanyl - (4R) -4 - hydroxy - L- prolyl ■ 
L-arginylglycyl-1 , 2, 3 , 4 -tetrahydro- , <3S> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 224187-67-1 CAPLUS 

CN L-Tryptophanamide, 4 -cyano- L-pheny la lanyl - (4R) -4 -hydroxy- L- prol yl - L- 
arginylglycyl- (9CI) (CA index NAME) 

Absolute stereochemistry. 



PAOB 1-A 




. PAGE 1-B 
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RN 224187-68-2 CAPLUS 

CN L-Tryptophanamide. 4 - f 1 uoro- L- phenyl al anyl - (4R) -4 • hydroxy- L-prolyl -D- 
leucylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



PAOB 1-A 
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PAOB 1-B 

- F 

RN 224187-89-7 CAPLUS 

CN L-Tryptophanamide, 4 - { luoro-L-phenylalanyl - (4R) -4 - hydroxy- L-prolyl -L- 
arginylglycyl-4-fluoro- I9CI) (CA INDEX NAME) 



AOsolute stereochemistry. 



PAGE 1-A 




RN 224107-90-0 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L- phenyl alanyl - <4R) -4 - hydroxy- L- prolyl - L- 
arginylglycyl-7-methyl- (9CI> (CA INDEX NAME! 

Absolute stereochemistry. 



PAGE 1-A 




RN 224 187-91 -1 CAPLUS 

CN L-Tryptophanaroide. 4 - f luoro- L* phenyl a lany 1 - (4R) -4 -hydroxy- L-prolyl -6. S. 5- 
trif luoro-L-leucylglycyl - (9CI) (CA INDEX NAME ) 

Absolut* stereochemistry. 



PAGE 1-A 




RN 224187-96-6 CAPLUS 

CN 3 - Isoquinol inecarboxamide , 4 - f luoro- L- phenyl a lany 1 - <4S) -4 - hydroxy- L- prolyl - 
L-arginylglycyl-1.2,3.4-tetrahydro-, 13S1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 224187-97-7 CAPLUS 

cn L-Tryptophanamide. 4 - cyano- L-phenyla lany 1 - <4S) -4 -hydroxy -L-prolyl-L- 

arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 
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RN 224187-98-8 CAPLUS 

CN L-Tryptophan, 4 - U uoro- L- phenylalany 1 - (4S> -4 - hydroxy- L- prolyl -N6- 
(aminoiminomethyl) - L- 1 ysyl glycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




RN 224187.99-9 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - (4S) - 4 - hydroxy- L- prolyl - L- 
arginylglycyl-4-f luoro- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



PAGB 1-A 




OH 



PAGB 1-B 

F 

RN 2 24 188- 00 5 CAPLUS 

CN L-Tryptophanamide. 4 -I luoro-L-phenylalanyl- 14S> -4 - hydroxy- L- prolyl -L- 
arginylglycyl-7-mechyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGB 1-A 




PAGB 1-B 

F 

RN 224188-01-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-pheny lalanyl - (4S) -4 - hydroxy-L-prolyl- S, S , S- 
trifluoro-L-leucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

iB Title compds. I (Rl, R2 » independently alkyl, alkoxyalkyl, arylalkyl; R2 
• H , S-CO-L; s . solid support, L « linker. Y = Aa-COR4. COR5; AA . amino 
acid residue.- R4 » (un > subst i t uted alkyl, aryl. (un ) subst i tuted 
cycloalkyl, 2 -naphthyl methyl , 2 -naphthy loxymethy 1 , CH2 -p- C6H40CH IC02H ) 2 , 
• (un) substituted heterocycloalkyl , group 0. group 01 ; n ■ o-l; R6, R7 - 
independently substituted alkyl, (un) subst i tuted al kylcarbonyl ,■ RS - 
alkyl] are disclosed as inhibitors of plasmepsin and cathepsin D. The 
compds. are therefore useful to treat diseases such as malaria. In 
■ preferred compds. I. Y * N-acylated amino acid residue, a substituted 
4 -aminoprol ine, or a substituted piperazinealkanoic acid. Intermediates 
in the solid phase synthesis of I , in which the compds. are attached to a 



solid support, are also disclosed. Thus, Boc-Lys (Boc) -OH was attached to 
TentaOel resin (0 o:.<J mmol/g, 180-220 urn) using di isopropylcarbodi iraide 
(DIC) and HOBt in CH2C12. The Boc protecting groups were removed ond 
photocleavable linker 4 -bromomethyl - 3 - nitrobenzoic acid attached using 
HOBt and Die in CH2C12. Sequential couplings of BuNH2, 
phenylalanine-deri ved, Boc- protected statine, Ptnoc-Vol-OH. and 
2 , 4 -dimethoxybenzoic acid gave the desired resin- bound title derivative, which 
was cleaved from the resin by photolysis (365 nm> in Me OH at S0» 
for 3-4 h to give II, Prepared compds., including II and XXX, typically 
show greater than 2- fold selectivity for either plasmepsin or cathepsin D 
with IC50 values less than 10 uM. 
221523-99-5P 221524-01-2P 221524-02-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation),- THU (Therapeutic use)/ 
BIOL (Biological study); PREP (Preparation), USES (Uses) 

(preparation of hydroxy amino acid amides as plasmepsin and cathepsin D 

inhibitors) 
221523-99-5 CAPLUS 

L-threo-Pentonamide, 4- t [ [ (2S,4R) -4- I ( (1, 1 ' -biphenylj -4- 

ylmethyl )ethylamino) -1- (phenylacety 1 1 - 2 - pyrrolidinyl 1 carbonyl] amino) -N- 

butyl-2.4, 5-trideoxy-5-phenyl- (?CI> (CA INDEX NAME) 



Absolute stereochemistry. 
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YTY 



RN 221524-01-2 CAPLUS 

cn 2- Pyrrol idinecarboxamide. 4 - (ethyl (1 -oxopropyl ) amino) -N- 1 (IS, 2S) -2 -hydroxy - 
1- (2-methylpropyl ) -4 -oxo-4 - { (3 -pyr idinylmethyl ) amino] butyl) -1- (l-oxo-3 , 3- 
d i phenyl propyl) - , (2S,4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1 N 

• i 1 OH O 



[ 11 H p j 



RN 221S24-02-3 CAPLUS 

CN L-threo-Pentonamide, 4- ( I f (2S, 4R) -4 - ( ( (3 , 5-bis <tri f luorooethyl) phenyl) acet 
yl J ethylamino) - 1 - ( l-oxo-3 . 3 -di phenyl propyl ) -2 -pyrrolidinyl) carbonyl] amino) * 
2,4,5-trideoxy-S-phenyl-N- (3-pyr idinylmethyl ) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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Title compds. I [m . 1-2.- R3 = CN, CHO, COCH2 -Tl-Rll, COCH2P, C;NOR9. 
COAr2; R5 « C0R10, C02R9, CONR102, 502R9. SO2NHR10, COCH20R9. COCOR10. R9. 
H, COCO2R10, COCONR9R10; Y = O, H2; Tl • O. S, S tO) . S02 1 R9 - AT3 , 
lun) branched Cl-6 alkyl optionally unsatd. and optionally substituted with 
Ar3; R10 * H, Ar3 , C3 • 6 cycloalkyl, any group R9; Rll - Ar4 , (CH2)l-3Ar4. 
H, COAr4; R15 . OH, OAr3. NHOH , (un) branched Cl-6 alkoxy optionally 
unsatd. and optionally substituted with Ar3, CONH2. ORS, OH. OR9. C02H; 



Ar2 - (un)subgtituted 2-oxazolyl, 2-benzoxazolyl , 2-thiazolyl, 
2-benzothiazolyl ; Ar3 , Ar4 ■ optionally substituted, nitrogen-containing 
heteroarom. or heterocyclic group containing 1-3 rings) were prepared as 
inhibitors of inter leukin- 1 fl converting enzyme. Thus, bicyclic 
peptide derivative ir was prepared and shown to have Ki - 13 nM in a UV-visible 
assay and IC50 . HOOO nM in a peripheral blood mononuclear cell (PBMC) 
assay. 
IT 192753-27-BP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
etudy. unclassified).- spn (Synthetic preparation).- THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation).- USES (Uses) 

(preparation of bicyclic peptide derivs. as interleukin- 1 p converting 
enzyme inhibitors) 
RN 192753-27-8 CAPLUS 

CN L-Prolinamide. N-acetyI-(.-tyrosyl -L-valyl-N- (2 -carboxy- 1 - f ormylethyl ) -4 - 
(phenylmethoxy)-, (4R) - <9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



>1 



IT 192753-26-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of bicyclic peptide derivs. as interleukin- 1 f\ converting 
enzyme inhibitors) 
RN 192753-26-7 CAPLUS 

CN L-Prolinamide. N-acetyl- L-tyrosy 1 -L-valyl-N- [ 1 - 

( ( (aminocarbonyl ) hydrazono) methyl J -3 - (1 , 1 -dimechylethoxy) -3 -oxopropyl I -4 - 
(phenylmethoxy)-, MR) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry unknown. 
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AT, BE, CH, DE, DK , ES. FR. 
IE, FI 



:. NL, PT, SE, 
I, TD, TG 

CA 1998-2294562 



AU 1998-88466 



BP 1998-939997 



OR, IT. LI, LU. NL, SB, MC, PT. 



US 6143715 
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HU 2001000100 

HU 2001000100 

NZ 503263 

AT 233865 

PT 1012180 

ES 2234144 

MX 200001491 
PRIORITY APPLN. INFO . 

OTHER SOURCE(S) : 



20001107 
20010828 
20011128 
20011228 
20021025 
20041215 
20050429 
20050616 
20001110 



US 1998-131433 
JP 2000-506236 
HU 2001-100 

NZ 1998-503263 

AT 1998-939997 

PT 1998-939997 

ES 1998-939997 

MX 2000-1491 
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19980810 
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19980810 

19980810 
19980810 
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20000211 
19970811 
199BOB10 



MARPAT 130:168666 

Peptides B (NHCHR6CO) d [NHCHR5C01 bNYCHR4CONHCHR3COWNHQ (B - acyl group; a 
and b are 0 or 1,- R6 « carboxyalkyl,- R5 > alkyl or carboxyalkyl ; Y ■ H, 
alkyl; R3, R4 - alkyl, cycloalkyl,- w ia an amino acid residue such as 
proline; 0 - ZR1C( -XJR13. where Z - CH, N; X • O. S; Rl . H, alkyl or 
alkenyl, both optionally substituted with thio or halo; R13 - H, CF3 . 
CF2CF3, etc.l were prepared as hepatitis C virus inhibitors. Thus, 
Ac-Asp-D-Olu-Ile-val - Pro I (4R)OBn] - NHPrCOCP2CP3 , prepared by step-wise 
couplings in solution, showed icso . o.2i mm in the NS3 protease/NS4A 
cof actor peptide radiometric assay. 
220440-34-6P 220440-35-7P 220440-36-8P 
220440-37-9P 220440-38-0P 220440-39-1P 
220440-40-4P 220440-41-5P 220440-42-6P 
220440-43-7P 220440-44-8P 220440-48-2P 

RL: BAC (Biological activity or effector, except adverse).- BSU (Biological 
study, unclassified); SPN (Synthetic preparation) THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation), USES (Usea) 

(preparation of peptide analogs as hepatitis c inhibitors) 
220440-34-6 CAPLUS 

L-Prolinamide, N-acetyl-L- n-aspartyl-D- u-glutatnyl-L- isoleucyl- 

L-valyl-N- (l-ethyl -3 , 3, 3-trif luoro- 2 -oxopropyl) -4- (phenyl met hoxy) - . <4R>- 



(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



r 



0^ 
i-Pr 



RN 220440-35-7 CAPLUS 

CN L-Pi ol inamide, N- acetyl - L- u-aspartyl -D - <i -g lutamy 1 - L- isoleucyl - 

L-va lyl -N- (3,3,4,4, 4 -pentaf luoro- 2-oxo- 1 -propylbutyl) -4 - (phenylmethoxy) - 

<4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

AcNH c . 




O NH 



i-Pr s y o n 



N 'I 



220440-36-8 CAPLUS 

L-Pi ol inanude. N- acetyl - L- <i - aspartyi - D- n -g 1 utamyl - L- isoleucyl - 
L-valyJ -N- (1- loxol (phenylmethyl > amino) acetyl ) butyl] -4- (phenylmethoxy) - 
(4R)- (9CI) (CA INDEX NAME) 




N^ S pr-n 



RN 220440-37-9 CAPLUS 

CN L-Prol inamide, N -acetyl -L- <«- aspartyl - D - ««-gl utamyl - L- iaoleucyl - 

L-valyl-N- (l-formylbutyl) -4- (phenylmethoxy) - , I4R>- (9CI) (CA : 

Absolute stereochemistry. 




RN 220440-38-0 CAPLUS 

CN Norval inamide, N-acetyl-L- <i-aspartyl -D- <i-glutamyl - L-iaoleucyl- 
L-valyl- (4R> -4- (phenylmethoxy! -L-prolyl- (9CI) (CA INDEX NAME 

Absolute stereochemistry. 



Absolute stereochemistry. 



I f" H f 



RN 220440-39-1 CAPLUS 

CN L-Prol in amide", N- acetyl -L- u-aspartyl -D- «- glutamyl -L- isoleucyl - 

L-valyl-N- (2-oxo-4 -phenyl - 1 -propylbutyl ) -4- (phenylmethoxy) <4R) • (9CJ) 

(CA INDEX NAME) 

Absolute stereochemistry. 



i-Pr s ' y 



S ~ J o 

Ph o 

RN 220440-40-4 CAPLUS 

CN Norval inamide, N-acetyl -L-w-aspartyl-D- u-glutamyl-L-isoleucyl- 

L-valyl - (4R) -4- (phenylmethoxy) -Li-prolyl -N- (phenyltnethyl ) - (9CI) (CA INDEX 



Absolute stereochemistry. 



1 



RN 220440-4 1-5 CAPLUS 

CN Norval inamide, N-acetyl -L- u-aspartyl - D- u- glutamyl - L- isoleucyl - 
L-valyl- MR) -4- (phenylmethoxy) -L-prolyl-N- ( (IS) - 1 -phenylethyl) - 
INDEX NAME) 

Absolute stereochemistry. 

S -NHAC 



"' 'Y 

o A. 



< 



RN 220440-42-6 CAPLUS 

cn L- Prol inamide, N-acetyl -2-cyclohexylglycyl -L-valyl -N- ll- 
(oxo I (phenylmethyl ) amino) acetyl 1 butyl ) -4 - (phenylmethoxy) - . 
(CA INDEX NAME) 

Absolute stereochemistry. 



(4R)- (SCI) 




RN 220440-43-7 CAPLUS 

CN 3 - 1 soquinol inecarboxy 1 ic acid, N-acetyl - L- <»-aBpartyl -D- u- 

glutamyl - L- isoleucyl - L-valyl - (4R) -4 - (phenylmethoxy) - L- prolyl nor valyl - 
1.2,3.4-tetiahydro-, <3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O 




PAQE 1-B 



"-C02H 



RN 220440-44-8 CAPLUS 

CN L- Prol inamide , N-acetyl - L- « - asparty 1 -D- <j -glutamyl - L- isoleucyl - 

L-valyl -N- II- I (3. 4 -di hydro- 2 (1H) -isoquinol i nyl ) carbonyl ) butyl I -4- 
(phenylmethoxy) - , (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



0 




0 Ph 



PAOB 1-B 



~" CQ 2 H 



RN 220440-48-2 CAPLUS 

CN L-Prolinamide, N-acetyl - 2 - cycl ohexylglycyl - L-valyl -N- [1- [oxof (4- 

pyridinylmethyl ) amino] acetyl ) butyl 1 -4 - (phenylmethoxy) - , <4R>- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




IT 22O440-21-1 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation ot peptide analogs as hepatitis c inhibitors) 
RN 220440-21-1 CAPLUS 

CN L- Prol i namide, N-«cetyl-L- u-aspartyl -D- «> -glutamyl - L- isoleucyl - 
L- valyl - N- (3, 3,4 ,4,4 -pentaf luoro- 2 -hydroxy- 1 -propylbutyl) -4- 
(phenylmethoxy) -, bis [2- (trimethylsilyl )ethyl] ester. (4R)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




IT 220440-22-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP < Preporat ion) .- RACT 
(Reactant or reagent) 

(preparation of peptide analogs as hepatitis C inhibitors) 
RN 220440-22-2 CAPLUS 

CN L-Prol Inamide , N-acetyl -L- u -aspartyl -D - «i -g lutamyl - L- isoleucyl - 

L-valyl -N- (3,3,4,4. 4 - pen t a f 1 uoro- 2 -oxo- 1 -prcpy 1 butyl ) -4- (phenylmethoxy ) - , 
bis(2- (trimethylsilyl (ethyl) ester, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

ACNH s . O 
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OTHER SOURCE IS) .- 



MAR PAT 130:168665 



Peptides B [NHCHR6C0] a (NHCHR5C0) DQCHR4C ( : Z) NHCHR3 COWNHCR 1R1 ' COA (when Qifl 
CH2 and a and b are 0, B is an amide derivative or when Q is NH or alkyl imino 
and a and b are 0 or 1 , B is an acyl derivative.- R6 » carboxyalkyl ; RS « alkyl 
or carboxyalKyl ,- R4 • alkyl. cycloalkyl. alkyl cycloalkyl » Z • oxo or 
t hi oxo,- R3 ■ alkyl. carboxyalkyl , cycloalkyl, alky 1 cycloalkyl » M is an 
amino acid residue such as proline; Rl 1 ■ H and Rl » alkyl, mercapto- or 
haloalkyl or Rl 1 and Rl together form a 3- to 6-membered ring; A is 
hydroxy or a pharmaceutical^ acceptable Bait or ester) were prepared as 
hepatitis c virus inhibitors. Thus. Ac- Asp-D-Glu-Chg- Val -X-Nva-OH (Chg . 
cyclohexlglycine, x ■ 4 (R) - ( 2 -naphthylmethoxy) prol ine, and Nva » norvaline 
residue], prepared by step-wise couplings in solution, showed IC50 » 0.028 
MM in the NS3 protease/NS4A cofactor peptide radiometric assay. 

220425-44-SP 220425-45-6P 220425-46-7P 
22042S-47-8P 220425-48-9P 22042S-49-OP 
220425-50-3P 220425-51-4P 220425-52-5P 
22042S-54-7P 220425-S7-0P 220425-SB-1P 
220425-60-SP 2204 2 5 • 6 1 - 6P 220425-62-7P 
22042S-63-BP 220425-64-9P 22O42S-65-0P 
220425-66-1P 2204 25 - 68- 3 P 220425-69-4P 
220425-78-5P 220425-91-2P 220425-96-7P 

RL: BAC (Biological activity or etfector. except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation), uses (Uses) 
(preparation of hepatitis c inhibitory peptides) 

220425-44-5 CAPLUS 



CN L-Norval ine. N- acetyl - L- <« -aspartyl- L- "-aspartyl-L- igoleucyl -L- 
valyl • MR) -4 - (phenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



N 

\ V 



C0 2 H 



220425-45-6 
L-Norval ine, 



CAPLUS 

N-acetyl -L»<« 



4 - (phenylmethoxy) -L-prolyl - 
Absolute stereochemistry. 



ACNH^g 

H02C^ i - ! 



i-Pr 



\ 



220425-46-7 CAPLUS 

L-Norval ine, n- acetyl - L- it- aspartyl -D- u-glutamyl-L- isoleucyl -L- 
valyl - (4R) -4 - (phenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 



i r « r 



C02H 

'^Pr-n 



RN 220425-47-8 CAPLUS 

CN L- Norvaline, N-acetyl -L- «- aspartyl -L- a-aspartyl - L- isoleucyl -L- 

valyl- (4R>-4- t<2-methylphenyl)methoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



9 * I 

HN *■ 3 Et I 

l| co 2 



•X' 



RN 220425-48-9 CAPLUS 

CN L-Norvol ine, N-acetyl - L- a-aspartyl - L- « - aspartyl -L- isoleucyl - L- 

valyl- (4R) -4- f (3 - me t hy 1 phenyl) met hoxyl -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



! T -A 

p« o ; Pr-i |f l 0; 

n-Pr 5 N ^>' s > 

^- * ^ Me 

° ■■; r 



RN 220*25-49-0 CAPLUS 

CN L-Norval ine. N- acetyl - I,- u -aspartyl - L- <i-aspartyl-L- isoleucyl -L- 

valyj - (4R> -4 r (4-methylphenyl)methoxy) -L-prolyl- (9CI) (CA INDEX 

Absolute stereochemistry. 



\ 5 ' 



NH. 

if C0 2 H 



RN 220425-600 CAPLUS 

CN L-Norval ine, N-acetyl - L- <i -aspartyl - L- <i -aspartyl - L- isoleucyl -L- 

valyl - <4R) -4 - U-naphthalenylmethoxy> -L-prolyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L . i 



AcNH 



YV 



N — -\ N 

« 

V R/ 



RN 220425-51-4 CAPLUS 

CN L-Norval ine, N-acetyl -L- "-aspartyl - L- "-aspartyl - L- isoleucyl -L- 

valyl- MR) -4- (2-naphthalenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CO 



I! "*« V I 

0 I C0 2 H 



RN 220425-62-5 CAPLUS 

CN L-Norval ine, N-acetyl - L- <i- aspartyl - L- a -aspartyl - L- isoleucyl -L- 

valyl - (4R> -4- 114- < 1 , l-dintethylethyl) phenyl 1 met hoxyj -L-prolyl- (9CI> (CA 
INDEX NAME) 

Absolute stereochemistry 



"f 

X HN. 



Si 



C0 2 H O 



'Pr-i 

It 



*1 



'"1 

Bu-t 



RN 220425-54-7 CAPLUS 

CN L-Norvaline. N-acety 1 - L- >i -aspartyl - D- u-glutamyl - 2 - 

cyclohexylqlycyl-L-valyl- (4R) -4- (phenylmechoxy) -L-prolyl- (9CI) (CA INDEX 



Absolute stereochemistry. 



^NH , N IJ 



RN 220425-57-0 CAPLUS 

CN L-Norval ine, N-acetyl -L-<>- aspartyl -D-n-glutamyl-L-i sol eucyl-L- 
valyl • (4R) -4- (2-naphthalenylmethoxy) -L-prolyl- ■ (9ci) (CA INDEX 

Absolute stereochemistry. • 



0 



RN 2204 25-58-1 CAPLUS 

CN L-Norvaline, N-acetyl -L- "-aspartyl -D- <i-glutamyl -2- 

cyclohexylglycyl-L-valyl- (4R) -4- (2 - naphthalenylroethoxy) -L-prolyl- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



CO 



/ -rT N 3 Pr-n 

/ S\ H 



RN 220425-60-5 CAPLUS 

CN L-Norvaline. N-acetyl-L-a-aspartyl-L-u-aspartyl-L- isoleucyl - L- 
valyl - 14R) -4- (phenylmethyl ) -L-prolyl - (SCIJ (CA INDEX NAME ) 



Absolute stereochemistry. 



RN 220425-61-6 CAPLUS 

CN L-Norvaline, N- acetyl - L- u-aspartyl - L- a- aspartyl - L- isoleucy 1 - L- 
valyl - <4R> -4- (3-phenylpropyl) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



T 



n-Pr 3 N 



HN 

~« . c"' 

co 2 H o ' Pr-i 




(CH 2 ) 3 



RN 220425-62-? CAPLUS 

CN L-Noi valine. N-acetyl -L- u-aspartyl -L- isoleucyl -L- valyl - <4R) - 4- U- 
napht ha lenyl met hoxy) L-prolyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



g^. NHAc 



N^ s Pr-n 



RN 220425-63-8 CAPLUS 

CN L-Norvaline. N- (3 -carboxy- 1 -oxopropyl > - N-roethyl - L- i soleucyl -L-valyl- <4R)-4- 
<l-naphthalenylmethoxy> -L-prolyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



N — -\ n' 3 Pr-n 

/ S\ H 



i :i 



• carboxy - 1 - oxopropyl ) <■ L - i soleucyl - L- valyl -(4R)-4-{l- 
naphthalenylmethoxy) -L-prolyl - (9CI> (CA INDEX NAME) 



Absolute stereochemistry. 



:\ N & Pr-n 



("3 



RfJ 220426-65-0 CAPLUS 

CN L-Norvaline. N- (4 -carboxy- 1 -oxobutyl ) - L- i soleucyl -L-valyl- <4R> -4 - (1- 
naphihalenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 220425-66-1 CAPLUS 

CN L-Norvaline, N- 1 11 - <ca rboxymethyl ) eye lopentyl ] carbonyl ] - L- isoleucy 1 - L- 
valyl- (4R) -4- <l-naphthalenylmethoxy) -L-prolyl- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H02C- O ,i O O C02H 

\ J " " . / *\ " 

o »-Pr \ R > 



RN 220425-68-3 CAPLUS 

CN L-Norvaline, N- [ ( 1 -carboxycyclopentyl > carbonyl ) - L-isoleucyl-L-valyl- <4R) -4- 
U-naphthalenylmethoxy) -L-prolyl- (9CI) (CA INDEX name) 

Absolute stereochemistry. 



Et Me 

J H H 



C0 2 H 

' 3 Pr-i 



I 



RN 220425-69-4 CAPLUS 

CN L-Norvaline, N-acetyl - L- isoleucy 1 - L- va lyl - <4R> -4- ( 1 -naphthalenylnethoxy) -L- 
prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



i-pt 

NHAc 



0 C0 2 H 
N s Pr-i 



RN 220425-78-5 CAPLUS 

CN L-Norval ine. n- acetyl g lycylthio- L- isoleucyl - L-valyl - (4R) -4- <l- 
naphthalenylmethoxy) -L-prolyl- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 

3 Pr-n 



RN 220425-96-7 CAPLUS 

CN L-Norvaline. N-acet.yl-2-cyclohexylglycyl -L-valyl- (4R) -4- (1- 
naphthalenylmethoxy) -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NHAC U 




IT 220425-01-4P 

RL: BCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of hepatitis C inhibitory peptides) 

RN 220425-01-4 CAPLUS 

CN L-Ncrvaline. N-acet y 1 - L- <i- asparty 1 -D- a-gl utamyl - 2- 

cyclohexylglycyl -L-valyl - (4 R) - 4 - (2-naphthalenylmethoxy) -L-prolyl-, 
tris(phenylmethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 220425-91-2 CAPLUS 

CN L-Norval ine, N-acetyl-L-n-aapartyl-L-<i-aapartyl-L- isoleucyl-L- 
valyl- (4R) -4- (2-phenylethyl) -L-prolyl- I9CI) (ca index name) 

Absolute stereochemistry. 



. S k HN ^ C 

HN • 3 Et I 

I NHAC 
J HN ^ 3 ^ 



x .1 j ; 

i-Pr s N V ^ 
« I 
O- -NH 
^ 0 
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IT 201613-22-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study). PREP (Preparation). USES (Uses) 

(preparation of via solid-phase synthesis as CGRP-antagonists for use as 
medicaments) 
RN 201613-22-1 CAPLUS 

CN L-Phenylalaninamide, L- tyrosyl - L-valyl - (4R> -4 - hydroxy- L-prolyl -L- threony 1 - 
L-asparaginyl - L- valylglycy 1 -L-seryl-L- m-glutamyl-L-alanyl- (9C1) 

(CA INDEX NAME) 

Absolute stereochemistry. 



J 
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eld of plant gums is described which presents a 
production of hydroxyproline (Hyp) -rich glycoproteins 
ich proteins (RPRPs) , arabinogalacton 
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A new approach in 
new solution to t 
(HRGPs), repetiti 

proteins (AGPs) , and gum arabic glycoprotein (GAGP) . The expression of 
synthetic genes designed from repetitive peptide sequences of such 
glycoproteins, including the peptide sequences of gum arabic glycoprotein 
(GAOP) , is taught in host cells, including plant host cells. Partial 
peptide sequences of Acacia GAGP allow the synthesis of encoding 
oligonucleotides which are mult imeri zed in plant expression vectors containing 
the 35S and 19S promoters of cauliflower mosaic virus, the extensin signal 
sequence, and the green fluorescent protein (GFP) gene as a reporter gene. 
Agrobacterium-mediated transformation of tobacco and tomato with 



pBI 121 *derived plaamids allowed the expression and isolation of GAGP-GFP 
constructs . 
IT 22018S-72-B 220185-73-9 

RL: BDC (Biological occurrence),- BSU (Biological study, unclassified* , prp 
(Properties), BIOL (Biological study); occu (occurrence) 

(Acacia gum arabic glycoprotein repeat motif; synthetic genes for plant 
gums containing repeat motifs) 
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CN L-Histidine, L-seryl- MR) - 4 -hydroxy- L-prolyl - (4R) -4-hydroxy-L-prolyl- MR) - 
4 -hydroxy -L- prolyl - (4R) -4 - hydroxy- L- prolyl -L-leucyl -L-seryl - (4R) -4 -hydroxy - 
L-prolyi-L-seryl- (4R> -4 -hydroxy-L-prolyl-L-threonyl - (4R) - 4 - hydroxy - L- 
prolyl-L-threonyl- <4R> -4-hydroxy-L-prolyl- !4R) -4 -hydroxy-L-prolyl - (4R) -4- 
hydroxy-L-prolylglycyl -L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Histidine, L-seryl- (4R) -4 - hydroxy- L-prolyl - (4R) -4 -hydroxy-L-prolyl - MR) - 
4 -hydroxy-L-prolyl - L- threonyl -L- leucyl - L- seryl - MR) -4 -hydroxy-L-prolyl -L- 
seryl - <4R) -4 - hydroxy-L-prolyl - L- threonyl - (4R) -4 -hydroxy- L-prolyl -L- 
threonyl • (4R) -4 - hydroxy- L-prolyl - MR) -4 -hydroxy-L-prolyl- MR) -4 -hydroxy-L- 
prolylglycyl-L-prolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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AB In the present paper the authors describe the synthesis of some dermorphin 
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C-terroinal amino acid residue and report their opioid receptor affinity 
and selectivity as well as their analgesic potency after s.c. injection in 
mice . 
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RL: BAC (Biological activity or effrector. except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation)/ THU (Therapeutic use) i 
BIOL (Biological study); PREP < Preparat ion) ,- uses (Uses) 

(preparation and antinociceptive activity of dermorphin and deltorphin 
glycosylated analogs) 
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CN L-Lysinamide, L-tyrosyl -D-alanyl -L- pheny lalanylglycy 1 -L-tyrosyl- MR) 
hydroxy-L-prolyl- (CA index name) 

Absolute stereochemistry. Rotation (♦). 
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MARPAT 130:66805 



Interleukln-lfl converting enzyme inhibitors RlNHXl [ (CH2) mT] (CH2)gR3 
(XI » CH, N ( g . 0, 1; m . 0-2, T » a cyclic group, OH, CF3, COC02H, C02H. 
Rl » R4ZNR5CR6R7C0 or substituted derivs., where R4 represents certain 
ring systems; R5 • H, a cyclic group, alkyl, aryl carbony 1 , arylsul f onyl , 
etc.; CR6R7 form a saturated carbocyclic or heterocyclic ring; R3 • CN, 
l-alkenyl, alkoxyiminomethyl ) were prepared Thus. N- IN- 

acety ltyrosinyl val iny) pipecolyl ) -3 -amino-4 -oxobutanoic acid was prepared and 

Showed IC50 = 6-11 uM for inhibition of inter leukin - 1 fl converting 

enzyme. 

175208-91 -OP 176208-92-1P 175208-93-2P 



175209-40-2P 175209-45-7P 17S2O9-S0-4P 
175209-61-5P 175209-52-6P 175209-60-6P 
175209-6B-4P 175209-69-5P 175Z09-70-8P 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) r 
BIOL (Biological study! ,■ PREP (Preparation) ,• USES (Uses) 

(preparation of peptide inhibitors of inter leukin- 1 fl converting enzyne) 
RN 175206-91-0 CAPLUS 

CN L-Prolinamide, N- acetyl -L- tyrosy 1 - L-valyl-N- [ us) -2 -carboxy-l-forroylethyl] - 
4-phenoxy-, (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHO 



RN 175208-92-1 CAPLUS 

CN L-Prolinamide, N- acetyl - L- tyrosyl - L- va lyl -N- (( IS ) - 2-carboxy- 1- f ormylethyl) - 
4 -hydroxy-, (4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 175208-93-2 CAPLUS 

CN L-Prolinamide, N- acetyl - L - tyrosyl - L-valyl-N- | ( IS) - 2 • car boxy - 1- f ormyl ethyl ] - 
4- (phenylmethoxy)-, <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O i -Pr 
s^^J NHAC - 



RN 175209-40-2 CAPLUS 

cn L-Prolinamide, N-acetyl - L- tyrosy 1 - L-va lyl - N- (US) ■!• (carboxymethyl) -5- ( I (2- 



chlorophenyl (methyl I thiol - 2 -oxopropy 1 ] -4 -phenoxy- , <4R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



V a 



C0 2 H 



RN 175209-45-7 CAPLUS 

CN L-Prol inamide, N- acetyl - L- va 1 yl - N- ( < IS) - 2 - carboxy- 1 - f ormy lethy 1 J -4- 
(phenylmethoxy) • , (48) > (9ci) (CA INDEX NAME) 

Absolute stereochemistry. 
NHAc 



RN 175209-50-4 CAPLUS 

CN L-Piol inamide. N-acetyl - L-tyrosyl -L-valyl-N- [ (IS) - 1- (carboxymethyl) -2- (7- 



methoxy- 2 - benzoxazol y 1 ) - 2-oxoethyl ) -4 -phenoxy- , 
NAME) 



Absolute stereochemistry. 



(4R)- (9CI) (CA INDEX 



RN 175209-51-5 CAPLUS 

CN L-Prol inamide, N-acetyl - L- valyl -N- ( (IS) -1- (carboxymethyl > - 2 - 15- (2,6- 

dichlorophenyl ) -2-oxazolyl) -2-oxoethyl] -4-phenoxy- , (4R> - (9CI) (CA INDEX 



Absolute stereochemistry. 
NHAc 

X kX 



RN 175209-52-6 CAPLUS 

CN L-Prolinamide, N-acetyl - L- tyrosy 1 -L-valyl-N- ( (IS) - 1 - (carboxymethyl ) - 2 - (5- 

(2, 6-dichloropheny 1 ) - 2 - thiazol yl ] -2-oxoethyl J -4 -phenoxy-, MR) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry 
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RN 175209-60-6 CAPLUS 

CN L-Prol inamide, N-acetyl - L- tyrosyl - L- valyl -N- I (IS) -1- (carboxymethyl) -2- (S- 
(2 , 6-dichlorophenyl > -2 -oxazolyl ] - 2-oxoethyl J -4 -phenoxy- . UR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 




RN 17S209-6B-4 CAPLUS 

CN L- Prol inamide, N-acctyl - L- tyrosy I - L- va ly 1 - N- ( (IS) -2-carboxy- 1- formyl ethyl] - 
4- (2 propenyloxy) - . (4R>- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

O i-Pr 



IT 17S210-03-4P 175211-26-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of peptide inhibitors of interleukin- 1 P converting enzyme) 

RN 17S210-03-4 CAPLUS 

CN L-Prolinamide, N-acetyl-L-tyrosyl-L-valyl-N- I (IS) -1- 

I ( (aminocarbonyl ) hydrazono] methyl! -3- < 1 , 1 -dimethyl ethoxy) -3-oxopropyl) -4- 
(phenyimethoxy) - . (4R|- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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RN 175209-69-5 CAPLUS 

CN L-Prolinamide. N-acetyl -L-valyl-N- [US)-1- (carboxymethyl ) -2- <7 -methoxy- 2 - 
benzoxazolyl > -2-oxoethyl) -4-phenoxy-, (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 175211-26-4 CAPLUS 

CN L-Prol inamide, N - acetyl -L- tyrosy 1 -L-valyl-N- | (IS) - 1- 

- [ [ (aminocarbonyl) hydrazono) met hyl ] -3- (1, 1 -dimethylethoxy) -3-oxopropyl) -4- 
(2-propenyloxy) - , <4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



NHAC 

175209-70- 8 CAPLUS 

2-Ben:oxazolebutanoic acid, h- t \ I <2S. 4R) - i-acetyl -4 -phenoxy- 2- 
pyrrol idinyl ) carbonyl ) amino) -7-methoxy- y-oxo-. ((IS) - (9CI) (CA 
INDEX NAME) 

lute stereochemistry. 
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Polyvalent presenter combinatorial libraries and their 
uses 

Choi, seok-ki; Mammen, Mathai; Whitesides, George M . ; 
Griffin. John 

Advanced Medicine. lnc..»usA ; President and Fellows of 

Harvard College 

PCT Int . Appl . , 13 2 pp. 

C0DEN: PIXXD2 

Patent 

Engl ish 

1 



KIND DATE 



APPLICATION NO. 
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AU 9369S70 
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provide for the synthesis and 
of polyvalent presenters. The 



The methods of the present inventi< 
screening of combinatorial librarii 

polyvalent presenters formed using the methods of the present 
generally have the formula (I),: Rl{-R3}m, wherein Rl is a framework 
component, R3 is a functional group component, and m is an integer having 
a value greater than ten and which is selected such that the presented 
functional groups can interact with a collection of greater than ten 
target binding sites. The framework component must b3e at least 10 KDa MW 
of sufficient means hydrodynamic radius to span the distance between 
adjacent receptors of the target, (ie.e. about 100A or greater). These 
dimensions permit the plurality Of functional groups attached to the 
framework to simultaneously bind to the target receptors (e.g., cell 
surface receptors) , In some embodiments, the polyvalent presenters have 
the tormula (II): R l { - R2 ( - p 3 ! m } n , wherein Rl and R3 area s defined above, 
m is an integer having a value greater than ten and which is selected such 
that the presented functional groups can interact with a collection of 
greater than ten target binding sites, In other embodiments, ancillary 
groups are present in the polyvalent presenters of the present invention, 
the ancillary group imparting or latering a character ist ic (s I of the 
polyvalent presenter Properties which can be imparted and-or modified 
include, for example, solubility (in water, fats, lipids, biol . fluids, etc.), 
hydrophobici ty, hydrophi 1 ici ty , charge framework flexibility, 
antigenicity, mol , size, mol . weight, biocompatibi 1 ity. immunogenicity, 
stability, in vivo half-lite, in vivo distribution, strength of binding to 
the polyvalent target, etc. 
214913-60-7P 

RL: RCT (Reactant); SPN (synthetic preparation) ,• PREP (Preparation); ract 
(Reactant or reagent) 

(polyvalent receptors or Uganda or antigens or immunogens and their 

uses) 

214913-60-7 CAPLUS 



cn L-Threoninamide. (4R> - 1 - (4 -carboxy - 1 - oxobuty 1 > -4 - hydroxy-L-prolyl-N- 12- 12- 
<2-aminoethoxy)ethoxy]ethyl] -0- (6-deoxy- <i - L- galactopyranosyl) - <9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Antiamebin I. Synthesis via enzymic i 
condensation and its solution structure 
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Zabrocki. J.,- Olejniczak, a . ; Hutton, w. c 
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SOURCE : 



institute of Organic Chemistry, Technical University, 
LOdZ, 90-924, Pol. 

Peptides 1*396, Proceedings of the European Peptide 
Symposium, 24th, Edinburgh, Sept. 8-13, 1996 (1998), 
Meeting Date 1996, 579-580. Editor(s): Raraage, 
Robert; Epton, Roger. Mayflower Scientific: 
Kingswinford, UK. 

C0DEN: 6 6RCA5 * 
DOCUMENT TYPE: Conference 
LANGUAGE: English 

AB A symposium report. The 1H NMR data for antiamebin I in DMSO are 

consistent with a helical conformation. 
IT 64347-37-iP, Antiamebin i 

RL: BPN (Biosynthetic preparation),- PRP (Properties); BIOL (Biological 

study); PREP (Preparation) 

(synthesis and structure of antiamebin I) 
RN , 64347-37- 1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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synthesis of the 15N-01nii labeled peptaibol 
antibiotic zervamicin- I IB 

Ogrel, Andrei,- ogrel, Alexei; Ogrel, Svetlana,- 
vitaliy; Raap, Jan 

m.v. Lomonosov state Academy of Fine Chemical 
Technology, Moscow, lnsil, Russia 
Letters in Peptide Science (1998), 5(2-3). ns-na 
CODEN: LPSCEM; ISSN: 0929-5666 
Kluwer Academic Publishers 
Journal 
Engl ish 

Synthesis of zervamicin IIB. specifically labeled at the a-position 
of glutamine- 1 1 with 15N, was achieved by the Pmoc/tert . - Bu strategy in 
solution using a fragment condensation approach. Three fragments of 
aervamicin IIB were obtained by stepwise elongation with Fmoc amino acids 
using BOP as a coupling reagent. For the introduction of the highly 
sterically hindered </ - ami noi sobutyr ic acid residues, BOP/DMAP 
activation was applied. Peptide fragments were coupled by means of the 
coupling reagent, cF3-PyBOP. Using the strategy developed, specifically 
15N labeled zervamicin IIB has been synthesized in 30% overall yield based 
on the isotopically labeled amino acid. The position of the 15N- label was 
clearly detected from 600 MHz NMR spectroscopy. The isotope enrichment 
(98 i 2%) was determined by FAB - mass spectrometry. 
213247-23-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(synthesis of the 15N-ainll labeled zervamicin- I IB) 
213247-23-5 CAPLUS 

L-Prol inamide, N- acetyl -L- tryptophyl - L- i soleucyl - L- glut ami nyl-D- iaovalyl -L- 
isoleucyl - L-threony 1 - 2 -me thy la lanyl - L- leucyl - 2 -methylalanyl- (4R) -4-hydroxy- 
L-prolyl -L-glutaminyl -N2- 1 SN- 2 -methylalanyl - <4R) -4 - hydroxy -L- prolyl- 2- 
methy la lanyl -N-((lS)-l-( hydroxymethyl ) - 2- phenylethyl ) - (9CI) (CA INDEX 
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action in membranes is presented. Although under some conditions 
antiamoebin may form ion channels, unlike the closely related alamethicin 
and zervamicin polypeptides, its major membrane-modifying activity appears 
to be as an ion carrier, 

IT 64347-37-1, Antiamoebin I 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use); 8I0L 
(Biological study),- uses (Uses) 

(structure and function of antiamoebin I, a proline-rich 
membrane -active polypeptide) 

RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) {CA INDEX NAME) 
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is a member ot the peptaibol family of polypeptides and has 
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unique antibiotic activity: it acts as an antiamoebic agent, but does not 
effectively hemolyze erythrocytes even though it does exhibit 
memtji ant- -modi tying activity. The structure of antiamoebin I has been 
determined by X-ray crystal log. at 1.4 A resolution The mol . forms a helical 
structure, which, as a result of the presence of a number of proline and 
hydroxy-proline residues, has a deep bend in the middle. CD spectroscopy, 
Single- channel conductance studies and fluorescence diffusion studies 
suggest a mode of ion transport that is entirely different from that ot 
the other two members of the peptaibol family (alamethicin and zervamicin) 
whose structures and functions have been examined in detail. The structure 
Ot the polypeptide has been determined and a functional model for its mode of 
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inhibitor I into the active Bite of HNE. The mode 1 ing- baaed design was 
corroborated with x-ray crystal log. anal, of the complex between I and 
porcine pancreatic elastaae (ppe> and subsequently the complex between I 

and HNE. 
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CN L-Prol inamide, N- (4 - (4 -morphol i nylcarbonyl ) benzoyl I -L-valyl -4- ( acetyl oxy) - 
N- [3, 3. 4, 4, 4-pentaf luoro-1- ( 1-methy lethyl ) - 2 -oxobutyl ] - , (4R) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide. N- (4 - (4 -morphol inylcarbonyl > benzoyl) -L-valyl-N- (3,3,4.4.4- 
pentaf luoro- 1- ( 1 -methylethyl ) -2-oxobutyl ] -4 - (phenylmethoxy) -, (4R> - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



AB A sen eg of P2 -modi tied, orally active peptidic inhibitors of human 
neutrophil elastase (HNE) are reported. These pentaf luoroethyl 
ketone based inhibitors were designed using penta f luoroethyl ketone 1 IMDL 
ioi,i4fit as a model. Rational structural modifications were made at the 
P3, PL, and activating group (AG) portions of I based on 
Structure-activity relationships (SAR) developed from in vitro (measured 
Ki) data and information provided by modeling studies that docked 
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(Reactant or reagent) 

(preparation of peptidyl pentaf luoroethyl ketones as inhibitors of human 
neutrophil elastase) 
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CN L-Prol inamide, N- [ (1, 1 - dimethylethoxy) carbonyll - L- va lyl -4 - hydroxy-N- 

(3 , 3 , 4 . 4 , 4 -pentaf luoro- 1 - ( 1 -methylethyl ) -2-oxobutyl] - , (4R> - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide , L-valyl -4 - hydroxy- N- [3,3,4,4,4 -penta f luoro- 1- (1 - 
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L-Prol inamide, L-valyl-N- [3 , 3 , 4 ; 4 . 4 -penta f luoro- 1 - ( 1 -methylethyl) -2- 
oxobutyl) -4 - (phenylmethoxy) -. monohydrochlor ide, (4R>- <9CI) (CA I 
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The present invention discloses novel peptides utilized to treat patients 
Buffering from depression. These novel peptides are modifications of the 
tripeptide hormone MI F (melanocyte stimulating inhibitory factor), 
including modification of amino terminus residues, carboxyl terminus 
residues and internal residues, including addition and substitution of amino 
acid residues and modification of the peptide bonds and functional side 
groups of resp. amino acid residues. The tri-, tetra-, penta-, and 



polypeptides of the present invention may be utilised alone or in 
combination to treat patients suffering from depression. In a modified 
Porsolt swim test, an average ot 11 out of twelve rats responded to 
4 -F-Phe-3 , 4 -dehydro-Pro-Arg-Gly-Trp-NH2 . 
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(melanocyte stimulating inhibitory factor analog peptides and their use 
as antidepressants) 
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CN L-Tryptophanamide, 3- f luoro-L-phenylalanyl- US) -4 • hydroxy -L- prolyl -L- 
arginylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 2-fluoro-L- phenyl a lanyl - (4S) -4 - hydroxy -L -prolyl - L- 
arginylglycyl- <9CD (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 -chloro-L- phenyl a lanyl- (4S) - 4 - hydroxy- L- prolyl - L- 
arginylglycyl- (9CI) (CA INDEX name) 
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CN L-Tryptophanamide, 4 -amino- L- phenyl a lanyl - (4S) -4 - hydroxy- L- prolyl - L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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CN L-Tryptophanamide, 4 -nitro-L-phenylalanyl - (4S) -4 - hydroxy-L-prolyl -L- 
arginylglycyl- (9CI) (CA INDEX NAME) 
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CN L-Tryptophanamide, O-methyl -L-tyro3yl - (4S) -4 - hydroxy - L>- prolyl - L- 
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cn L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4S) -4 -hydroxy - L-prolyl -L- 
arginyl - L- i soleucylglycy 1 - (9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 



L.. : , T 



h »vi 



(CH 2 )3 O 



RN 173072-10-1 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - <4S> - 4 - hydroxy- L-prolyl - L- 
arginylglyeylglycyl- ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - 14 R> -4 -hydroxy- L-prolyl - L- 
arginylglycyl-L-isoleucylglycyl- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Glycinamide, 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy-L-prolyl - L-leucyl - 
(9CII (CA INDEX NAME) 
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CN L-Tryptophanamide, 4 - f luoro- L-phenylalanylr MR) -4 - hydroxy- L-prolyl -L- 
isoleucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - f 1 uoro- L- pheny lalanyl - (4R> - 4 -hydroxy- L-prol yl ■ L- 
leucylqlycyl - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Ttyptophanamide. 4- f ) uoro- L-phenylalanyl - !4R) -4 -hydroxy-L-prolyl -L- 
arginylglycyl- (CA INDEX NAME) 

Absolute stereochemistry . Rotation <-). 
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CN L-Tryptophanamide, 3 - f 1 uoro- L- pheny la lanyl - (4R) - 4 - hydroxy- L-prol yl -L- 
arginylglycyl <9CI> <CA INDEX NAME) 

Absolute stereochemistry . 
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CN L-Tryptophanamide, 2-f luoro-L-phenylalanyl - <4R> - 4 - hydroxy- L-prolyl -L- 
arginylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide. 4 • chloro- L- phenylalanyl - (4R) - 4 - hydroxy- L-prolyl -L- 
arginylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - ami no- L- pheny 1 a lanyl - <4R) -4 -hydroxy- L- prolyl • L- 
arginylglycyl - (9Ci> <ca index name) 

Absolute stereochemistry. 
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CN L-Tryptophanamide. 4 - n i t ro- L- pheny la lanyl - (4R) - 4 - hydroxy- L-prolyl -L- 
arginytglycyl- (9C1) (CA INDEX NAME) 
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CN L-Tryptophanamide, 0-methyl -L-tyrosyl - (4R> - 4 - hydroxy- L-prolyl -L- 

arginylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - 1 luoro-L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl -L- 
arginylglycylglycyl - (SCI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CN L-Tryptophanatnide, 4 - 1 luoro- L-pheny lalanyl - (4R> -4 - hydroxy- L-prol yl - L- 
arginyl -L-isoleucylglycyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - f luoro- L-pheny lalanyl - (4R) -4 -hydroxy-L-prolyl-D- 

arginylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 3 - (3-pyr idinyl 1 - L- a 1 any 1 - (4S» -4 - hydroxy- L-prolyl-L- 

arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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CN L-Trypt ophanamide. 4 - f luoro- L-phenylalanyl - (4S> -4-hydroxy-L-prolyl-L- 
alloisoleucylglycyl- (9Cii (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - 1 1 uoro-L- phenyl a lanyl - (4R) -4 - hydroxy- L- prolyl -L- 
alloisoleucylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 3- (3-pyridinyl ) -L-alanyl- (4R) -4 - hydroxy- L- prolyl -L- 

arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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CN L-Tryptophanamide, 4 - f luoro- L- phenylalanyl - (4S) -4 - hydroxy- L- prolyl -N6 - 
laminoiminomethyl) - L- lysy lglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tryptophanamide, 4 - f luoro- L-phenylalanyl - (4R) -4 - hydroxy- L- prolyl -N6- 
(aminoiminomethyl) - L- lysylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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Permeable resins cross- 1 inked with long polyethylene glycol (PEO) chains 
were synthesized for use in solid-phase enzyme library assays. High sol. 
weight bis -amino- peg 4000, 6000. 8000 were synthesized by a three-step 
reaction starting from PEG-bis-OH. Macromonotners were synthesized by 
partial or di acryloy lat i on of bis -amino- PEG derivs. Bis/mono-acrylamido- 
PEG were copolymd. along with acrylamide by inverse suspension copolymn. 
to yield a less cross-linked resin (Type II. Furthermore. 

acryloy 1 -aarcosine Et ester was co-polymeri zed along with bis-acrylamido PEO 
to obtain more crosslinked capacity resin (Type II). N.N- 
Dimethylacrylamide was used as a comonomer in some cases. The polymer was 
usually obtained in a well-defined beaded form and was easy to handle 
under both wet and dry conditions. The supports showed good nech. 
properties and were characterized by studying the swelling properties, 
size distribution of beads, and by estimating the amino group capacity. 
Depending on the PEG chain length, the monomer composition and the degree of 
cross l inking the pega supports showed a high degree of swelling in a broad 
range of solvents, including water, dichloromethane, OMP, MeCN. THF and 
toluene; no swelling was observed in di-Et ether. The PEGA resins (Type I) 
with an amino acid group capacity between 0.07 and 1.0 maol/g could be 
obtained by variation of the monomer composition in the polymerization mixture 
Fluorescent quenched peptide libraries were synthesized on the new polymer 
using a multiple column library synthesizer and incubated with the matrix 
metal loproteina3e MMP-9 after it had been activated by 4 - aminophenyl 
mercuric acetate resulting in 67/83 kDa active enzyme. The bright beads 
were separated manually under a fluorescence microscope and sequenced to 
obtain peptide substrates tor MMP-9. After treatment with 
ethyl enedi amine, high- loaded resins (Type II) have been employed in 
continuous flow peptide synthesis to yield peptides in excellent yield and 
purity . 
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synthesis and sol id-phase enzymic library assays) 
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CN Glycine. 3 -nitro- L- tyrosy 1 - L-proly 1 -L- leucyl - (4R) -4 - hydroxy- L-prolyl- L- 
methionyl -L- lysylglycyl -N6- (2-aminobenzoyl) - L- lysyl - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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CN Glycine. L-phenylalanyl -L-alanyl-3-nitro-L-tyrosyl- (4R) -4 -hydroxy-L-prolyl - 
L-methionyl - L-arginyl • L-a lanyl -N6 - ( 2 -aminobenzoy 1 ) - L- lyayl - (9CI) «CA 
INDEX NAME) 

Absolute stereochemistry . 
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RN 21054 1-37-0 CAPLUS 

CN Glycine. L-phenyla lanyl - L-a lanyl -3-nitro-L- tyrosyl - <4R) -4-hydroxy-L-prolyl- 
L-methionyl-L- lysyl - t,-methionyl - (4R) - 4 - hydroxy- L-prolyl -N6- (2- 
aminobenzoyl)-L-lysyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Glycine . L- pheny la lanyl - L-alanyl - 3 - nitro- L- tyrosyl - (4R) - 4 - hydroxy - L- prolyl - 
L-leucyl -N6- (2-aminobenzoyl) - L- lysylglycy 1 - (4R) -4 - hydroxy -L- prolyl - (9CI) 
ICA INDEX NAME) 

Absolute stereochemistry. 
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The present invention relates to compds . I [Gl - SH, OH, SMe, alkenyl. 
alkynyl, CF3 , Cl-2 alkoxy, Cl-2 alkylthio, (un) aubst ituted Cl-3 alkyl; W 
. COCF2CH2N<G4)U, CHO, COG2, COCF2CF3 . C0C002 , COC02G2. B(01)2; G2 « 
alkyl. aryl. aralkyl. (un ) subst i tuted mono-, bi - , or tricyclic 
heterocycle; Q4 - alhy, alkenyl. alkynyl. cycloalkyl, cycloalkyla 1 ky 1 . 
cycloalkylalkenyl , aryl, aralkyl. aralkenyl, etc.; 01 « OH. alkoxy, 
aryloxy. or 01-01 form a 5-7 membered ring,- U • H, G9CO, G9S02, G9COCO. 
(C912NCOCO, (G912NS02, (G912NCO, G902C,- G9 - H. alkyl, carboxya 1 ky 1 , 
alkenyl, aryl, aralkyl, aralkenyl, cycloalkyl, heterocycloalkyl , etc; or 
G9-GS form a ring,- E4 - bond, n-amino acid residue, heterocyclic 
amino acid,- E5-E8 « independently bond, amino acid residue; 1-2 peptide 



bonds between E5-E8 may be reduced], methods and pharmaceutical compns. 
tor inhibiting proteases, particularly serine proteases, and more 
particularly HCV NS3 proteases. The compds., and the compns. and methods 
that utilize them, can be used, either alone or in combination to inhibit 
viruses, particularly HCV virus. Thus, peptide aldehyde II was prepared 
using .solid-phase methods on a benzhydryl amine resin and 

tert-butoxycarbonyl (Bod and 9- f luorenylmethoxycarbonyl (Pmoc) protection 
starting from protected hydrazone III. Nearly 200 compds. I were prepared 
and tested tor hepatitis C virus NS3 protease inhibitory activity, with II 
exhibiting Ki <l uM in an in vitro assay. 
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78-OP 207000-B1-5P 207OOO-83-7P 

85-9P 2O7OO0-87-1P 2O70O0-89-3P 

90-6P 207000 91-7P 207000-92-8P 

93-9P 207000-'>4-OP 207000-95-1P 

96-2P 207000-97-3P 207000-98-4P 

99-5P 2O70O1-0O-1P 2070O1-01-2P 

02-3P 207001 0J-4P 207001-04-5P 

05-6P 207001-06-7P 207001-07-BP 

08-9P 207O01-O9-0P 2O7O01-1O-3P 

11-4P 207001-12-5P 207O01-13-6P 

14-7P 207O01-15-8P 207001-16-9P 

17-OP 207001-18-1P 207001-19-2P 

20-5P 207001-21-6P 207001-22-7P 

23-8P 207001-24-9P 207001-25-OP 

26-1P 207001-27-2P 207001-28-3P 

29-4P 207001-30-7P 207001-31-8P 

32-9P 207001-33-0P 207001-34-1P 

35-2P 207001-36-3P 207001-37-4P 

38-5P 207001-39-6P 207001-40-9P 

41-OP 207001-42-1P 207001-43-2P 

44-3P 207001-45-4P 207001-46-5P 

47-6P 207001-48-7P 207001-49-8P 

50-1P 207001-51 -2P 207001-52-3P 
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-31-1P 207002-32-2P 207002-33-3P 

-34-4P 207002-35-5P 207002-36-6P 

-37-7P 207002-J8-8P 207002-39-9P 

-40-2P 207002-41-3P 207002-42-4P 

-43-5P 207002-44-6P 207002-46-7P 

-46-8P 207002-47-9P 207002-48-OP 

-49-1P 207002-S0-4P 207002-51-5P 

-52-6P 207002-53-7P 207002*54-8P 
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RL: bac (Biological activity or effector, except adverse); bsu (Biological 

study, unclassified),- RCT (Reactant), SPN (Synthetic preparation); THU 

(Therapeutic use), BTOL (Biological study); PREP (Preparation); RACT 

(Reactant or reagent); USES (Uge3) 



(preparation of peptide analogs as hepatitis c virus us 3 protease 
i nhibitors) 
RN 207000-78-0 CAPLUS 

CN L-Prol inamide', N- (pyi az iny tear bony 1 ) - L- valyl -L- valyl - N- ( ( 13) - 1 - 

formylpropyl) -4- [ (3 - phenoxyphenyl ) methoxy] (4R)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 2OTO0O ■ 8b- 9 CAPLUS 

CN L-Prol inamide. N- (pyraz inylcarbonyl ) • L- valyl - L- valyl -N- t (IS) -1- 

formylpropyll -4- [ (5- (4 -methoxyphenyl ) - 1 , 2, 4 -oxadi azol - 3 -yl J methoxyj - , 

UK)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Pro) inamide. N- <pyra2 i nyl carbony 1 > -L-valyl -L-valyl -4 - 111 , 1 1 -biphenyl) -4- 
yl methoxy I - N- ! (IS) - 1 - tormyl propyl 1 - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



u CHI 



i-Pr o 



CHO O f 

J 11 i 



i-Pr o „.-v 



RN 207000-87-1 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl > -L-valyl -L-valyl-4 - 1 (5- (3, S-diraethyl-4- 
isoxazolyl) -1, 2 , 4 -oxadi azol - 3 -yl ] methoxyl -N- t ( IS > - 1 - foray 1 propyl) - , UR»- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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CN L-Prol inamide, N- (pyraz inylcarbonyl ) -L- valyl -L- valyl -N- I (IS) • 1 - 

formyl propyl | - 4 - [ ( B -phenyl -1,2,4 -oxadi azol - 3 -y 1 ) methoxy ] - , (4R> - 
(CA INDEX NAME) 

Absolute stereochemistry . 
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CN L-Prolinamide, N- (pyraz inylcarbonyl ) -L-valyl -L- valyl -4 - ( |5- (1, 1- 

dimethylethyl ) - 1 , 2 . 4 -oxadi azol - 3 -y 1 1 methoxy) - N- I ( 1 S ) - 1 - f orray lpropy 1 } • , 

(4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Piol inamide, N- (pyraz inylcarbonyl ) -L-valyl -L-valyl - 4 - ( [5-chloro-2- 

(tri t luoromethyl ) -6-quinol inyl ) methoxy] -N- [ (IS) - 1 - formy lpropy 1 ] - , (4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide, N- (pyraz inylcarbonyl) -L-valyl -L-valyl -4 - ( (6 - f luoro- 4 H - 1 , 3 - 

benzodioxin- 8 - y 1 ) methoxy] - N- [ ( IS) - 1 - formy lpropy 1 ) - , MR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry 



O i-Pr O O CHO 




INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide, N- (pyraziny lcarbonyl > -L-va lyl - L-valyl -4 - 1(3,4- 

dichlor ophenyl ) methoxy] -N- 1 (IS) -1- formy lpropy! ] - . (4R1- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide, N- (pyraz inylcarbonyl ) -L-valyl -L-valyl -4 - ( (1 , 1' -bi phenyl) -2- 
ylmethoxy) -N- [ (IS) - 1 - formy lpropy 1 } -, (4B)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide, N- (pyraz inylcarbonyl ) -L-valyl-L-valyl-N- [ (IS) -1- 

formylpropyl) -4- | (3- (tri fluoromethoxy) phenyl] methoxy] - , (4R)- (9CI) (CA 




RN 207000 95-1 CAPLUS 

CN L- Pro 1 inamide, N- (py raz i ny 1 carbony 1 ) - L>- va ly 1 - L - val y 1 - 4 - 1(3, 5 -dimethyl -4 - 

i aox/izoJ y 1 ) met hoxy I -N- | US) • 1- f ormylpropyl 1 - , <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 
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RN 207000-96-2 CAPLUS 

CN L-Prol inamide, N- (pyrazi nyl carbony 1 ) -L-valyl-L-valyl -4- | (6-chloro-1.3- 

benzodioxol - 6 - yl > met hoxy )-N-I(lS)-l- fortnyl propyl ) - , (4R) - <9CI> <CA INDEX 
NAME > 

Absolute stereochemistry. 
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CN L-Prol inamide, N- Ipyra z i ny 1 carbony 1 » -L-valyl-L-valyl -N- ( <1S> -1- 

forroy I propyl 1-4-115- ( 2 -met hoxypheny 1 ) -1.2,4 -oxadiazol - 3 -yl ) methoxy ) - , 
<4R> (9CI) <CA INDEX NAME) 



Absolute stereochemistry. 
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CN L-Prol inamide, N- ( pyra z inyl carbony 1 > -L- va ly 1 -L-valyl -4 - ( (4 - 

oyanophenyl ) met hoxy) ■ N- I ( IS ) - 1 - f ormylpropyl } - , (4RI- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 207000-99-5 CAPLUS 

CN L- Pro 1 inamide, N- t pyraz inyl carbony I ) -L-valyl -L-valyl -N- I (IS) -1- 

formylpropylj -4- [ 13- <tri f luoromet hyl > phenyl ) methoxy) - . (4RJ- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 207001-00-1 CAPLUS 



CN L-Prolinamide, N- < pyraz inyl carbony 1 > -L-valyl-L- val yl - N- [US>-1- 

f ormyl propyl I -4- ( |4- (tri (luoromethyl) phenyl Imethoxyl - . (4R>- (9CI) ICA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 207001-01-2 CAPLUS 

CN L-Prol inamide, N- I pyraz inyl carbony 1 )-L-valyl-L-valyl-N- |(1S>-1- 

forroy) propyl) -4 - I (4 - (tri i 1 uoromet hoxy ) phenyl ] methoxy) - , <4R)- 19C1) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 207001 02-3 CAPLUS 

CN L- Pro! inamide, N - ( pyr.a z i nyl carbony I ) - L-valyl-L-valyl - 4- (4H- 1 , 3 - benzod i ox in - 
7 - y] nit.* t hoxy) ■ N- I (IS) - I t ormylpropyl I - , UR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHO 0 




RN 207001-03-4 CAPLUS 

CN L-Prol inamide, N- (pyrazinyl carbony 1 ) -L-valyl -L-valyl -N- HIS) -1- 

formylpropyl) -4- (2 naphthalenylroethoxy) UR) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O CHO 




RN 207001-04-S CAPLUS 

CN L-Prolinamide. N- (pyraz inyl carbonyl ) -L-valyl -L-valyl-4 - 1(3- 

cyanophenyl ) methoxy] -N- I (IS) - 1- f ormylpropyl) - , (4R>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN L- Pro 1 inamide, N- ( pyta z i ny lea r bony 1 ) -L-valyl -L-valyl -4- I (3.4- 

di fluorophenyl ) methoxy) -N- ( US) - 1 • formylpropyl ) - , (4RI- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry 
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RN 207001-06-7 CAPLUS 

CN L- Pro] inamide, N- (pyrazinylcarbonyl ) -L-valyl -L- valyl -4 - [ (S- 

chlorobenzolb] thien- 3 -yl )methoxy) -N- [ (IS) - 1 - formyl propyl ] -, (4R) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry . 
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CN L- Pro! inamide, N- {pyrazinylcarbonyl ) -L-valyl -L-valyl -4 -( [2 - (4 • 

chlorophenyl ) - S - thiazoiyl imethoxy) -N- ( (IS) - 1 - formyl propyl ] - , <4R) - (9CI ) 

(CA INDEX NAME) 

Absolute stereochemistry. 




(CA INDEX NAME) 
Absolute stereochemistry . 
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CN L-Prol inamide, N- (pyrazinylcarbonyl ) -L-valyl-L-valyl-N- ((lfl)-l- 

formylpropyl] -4- (1 -naphthalenylmethoxy) -. (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prol inamide, N- (pyraziny lcarbonyl ) -L-valyl -L-valyl - 4- { (3 , 4- 

dichlorobenzoyl ) oxy I -N- [ ( IS ) - 1 - formyl propyl] - , (4R) - (SCI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 207001-08-9 CAPLUS 

CN L- Pvol inamide, N- < pyrnz i nyl car bony 1 ) -L- valyl -L-valyl-4 - I [3 , 4 - 

bis (pheny Imethoxy) phenyl Imethoxy I -N- [ (IS) - 1 - formyl propyl ) - , <4R> - (9CI) 




RN 207001-11-4 CAPLUS 

CN L-P»ol inamide. N- (pyrazinylcarbonyl) -L-valyl -L-vdlyl -4 - (benzoy loxy > -N- 
[ US) -l -formyl propyl)-. (4R)- (9CI> <ca index name) 

Absolute stereochemistry. 
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CN L Pro! inamide, N- (pyrazi ny lcarbonyl ) -L-valyl -L-valyl -N-f(lS)-l- 

formy) propyl 1 -4- (2-methyl - 1 -oxopropoxy ) (4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry , 





RN 207001-14-7 CAPLUS 

CN L-Prol inamide. N- (pyraziny lcarbonyl ) -L-valyl -L-valyl-4- ((((2.3- 

dichlorophenyl)amino)carbonyl)oxyj -N- ( (IS) - 1- formyl propyl] - , (4R> - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001-15-8 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl ) -L-valyl -L-valyl -4 -[(( (3- 

chlorophenyl) amino) carbonyl ) oxyl -N- [ (IS) - 1 - formylpropyl ] - , (4R) - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Prol inamide, N- (pyrazinylcarbonyl 1 - L- valyl -L- val y 1 -4 - 1(1(2.4- 

dichlorophenyl ) ami no) carbonyl ) oxy ) -N- ( ( IS) - 1 - formyl propyl ) - , (4R) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry . 




RN 207001 16- & CAPLUS * 

CN L-Prol inamide, N- (pyrazinylcarbonyl ) -L-valyl-L-valyl -4- ( I ( (4 -ami no- 3,5- 

dichlorophenyl ) ami no) carbonyl ) oxy) -N- [ (IS) - 1 - formy 1 propyl ) - , (4R) - (9CI) 

(CA INDEX NAME ) 

Absolute stereochemistry 
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CN L-Prol inamide, N- (pyrazinylcarbonyl) -L-valyl-L-va]yl -N- f US) -1- 

formyl propyl I -4- | I ( l3-nitro-4- ( 1 - piperidiny 1 ) phenyl ] amino) carbonyl ] oxy ] - , 
U«l ■ (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001- IB- 1 CAPLUS 

CN L-Prolinamide, N- ( pyra zi nylcarbonyl ) -L- valyl -L-valyl-4 • I { {6- 

benzothiazolylamino) carbonyl | oxy) -N- His) - 1 - formy lpropyl) - . <4R) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




CHO 0 



RN 207001-19-2 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl) - L- valyl - L- valyl -4 - 1 1 1(3- 

acetylphenyl) amino) carbonyl) oxy) »N- I (IS) - 1 - f orutylpropyl ) - , (4R) - (9CI1 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001-20-5 CAPLUS 

CN L-Prol inamide , N- (pyraz inylcarbonyl) - L-va lyl - L- val yl -4 - [ ( J (4 - 

acetyl phenyl ) amino! car bony 1 1 oxy) - N- [ ( IS) - 1 - formy 1 propyl ) - , (4R) - 
(CA INDEX NAME! 

Absolute stereochemistry. 
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RN 207001-21-6 CAPLUS 

CN L-Prol inamide. N- (pyraz i nyl carbonyl ) -L-valyl-L-valyl-4 - I ( \ (3- 

cyanophenyl ) ami no I carbony I ) oxy) -N- | (IS) - 1 - formyl propyl ) - , MR) - (9CJ) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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O. ' i-Pr 0 
3 Pr - i 

O CHO 
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RN 207001-22-7 CAPLUS 

CN L-Prol inamide. N- (pyra z i nyl carbonyl ) -L-va lyl -L- valyl - N- I US) -1- 

formylpropyll -4 • l| | (4 - nitrophenyl ) amino] carbonyl ) oxy ) - , (4R> - (9CI> (CA 

INDEX NAME) 



il 
s N 



NH ( . 



RN 207001-23-8 CAPLUS 

CN L-Prolinamide. N- {pyraz inylcarbonyl I -L-valyl-L-valyl-N- ( US) -1- 

formyl propyl) -4- f I I < 3 - nit ropheny 1 > amino) carbonyl ) oxy) -, <4R>- (9CI) {CA 

INDEX NAME) 

Absolute stereochemistry . 



NH /' 

I \. s ' 



RN 207001-24-9 CAPLUS 

CN L-Prol inamide, N- [pyrazinyl carbonyl ) -L- valyl -L-va lyl -4- ( [( (2,5- 

dimethoxyphenyl ) amino) carbonyl J oxy) - N- [ US) - 1 - formylpropyl] -, (4R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



i-Pr 
3 Pr-i 



RN 207001-25-0 CAPLUS 

CN L-Prol inamide. N- (pyrazinylcarbonyl) -L-valyl-L-valyl -N- [ ( IS) -1- 

formyl propyl I -4 - I [ I (3 -met hoxyphenyl > amino) carbonyl loxy) -. (4R>- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



"f TT 

I i - Pr O 



RN 2C700 1 -36-1 CAPLUS 

CN L-Prol inamide, N- (py raz i ny I carbonyl ) -L-valyl -L-valyl - N- [ (IS) - 1- 

formyl propyl 1 -4 - { I I < 2 -roethoxypheny 1 ) amino 1 carbonyl I oxy) - , (4R)- (9CI) (CA 

INDEX NAME) 



ilute stereochemistry. 



T r 

J. i-Pi 



i-Pr 
Pr-i 



RN 207001-27-2 CAPLUS 

CN L-Prol inamide, N- (pyrazinylcarbonyl ) -L- valyl- L-valyl -4 - 1 1 (1, 3 -benzodioxol - 
5 - y lami no) carbonyl 1 oxy) -N-|(1S)-1- formyl propyl 1 - , (4R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 



I! I H 6 

^. N O ■ 



RN 207001-28-3 CAPLUS 

CN L-Prol inamide. N- (pyrazinylcarbonyl) -L- valyl - L-valyl -4 - I ( { (2. «- 

d ichloi'ophenyl lami no) car bony 1 } oxy) - N- I (IS) ■ 1- f ormylpropyl 1 - , (4R)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry 



RN 207001 29-4 CAPLUS 

CN L- Prol inamide, N- (pyrazinyl carbonyl ) -L-valyl -L-valyl -4 - [ I ( (3 , 4 - 

dichlorophenyl (amino) carbonyl loxy) -N- [ (IS) - 1 - formyl propyl) -, (4R) - 

(CA INDEX NAME) 

Absolute stereochemistry. 



1 



Y : 



i-Pr 0 
\ 3 Pr-i 



O CHO 



s ; N Et 



RN 207001-30-7 CAPLUS 

CN L-Prol inamide. N- (pyrazinylcarbonyl ) -L-valyl -L-valyl -N- I (IS) - 1- 

f ormylpropyl 1-4-111(4 -met hoxyphenyl > amino) carbonyl 1 oxy) - , <4R) - I9CI) 
INDEX NAME) 

Absolute stereochemistry. 



MoO^ 



\ H I 'I 



O 1 i-Pr 0 

5 Pr-i 

O CHO 

N 

N*i • g . N 5 Et 

R H 

o' S 



RN 207001-31-B CAPLUS 

CN L- Prol inamide, N- (pyrazinylcarbonyl) - L-valyl -L-valyl-N- [(IS) - 1 - 

f ormylpropyl 1 -4 - I [ ( 1 -naphtha lenylamino) carbonyl ] oxy ) - , (4R) - (9CI) 
INDEX NAME) 

Absolute stereochemistry . 



r x 



rf^^H 0 ° ' N N/ " % NH 

I H II 

0 i-Pr { ^ , . -'v. 



RN 207001-32-9 CAPLUS 

CN L-Prolinamide, N- (pyrazinyl carbonyl ) -L-valyl -L-valyl -N- [Us>-1- 

formylpropyll -4- ( I (phenyl amino) carbonyl) oxy) -. (4R) - (9CI) (CA INDEX 



Absolute stereochemistry. 



RN 207001-33-0 CAPLUS 

CN L- Prol inamide , N- (pyrazinylcarbonyl > - L-valyl - L-valyl -N- ((1S)-1- 

f ormylpropyl) -4 - I I I (phenylmethyl ) amino) carbonyl) oxy) - . (4R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



A - 1 

i. 



i 

i-Pr 



RN 207001-34-1 CAPLUS 

CN L-Prol inamide. N- (pyrazinylcarbonyl) - L- va lyl - L-valyl -4 - I ( [ ( 2 , 6- dichloro- 4 - 
pyr idi ny 1 ) ami no) carbonyl ) oxy) -N-!(1S)-1- (ormylpropyl ) - . (4R)- (9CI1 (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 207001 -3S- 2 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl > -L-valyl -L-valyl -4 - [ ( ( U, 1 ' -biphenyl ) - 
2-ylarnino>carbonyl)oxy)-N- (US) -1-formylpropyl)-, <4R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



o 




O ' i-Pr 0 

• s _ 




RN 207001-36-3 CAPLUS 

CN L-Prol inamide, N- (pyrazinylcarbonyl) - L- valyl - L- vh ly 1 -N- I (IS) -1- 

lormylpropyl ) -4 - i (( (3 -phenoxyphenyl ) amino) carbonyl ) oxy) - , (4R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 207001-3*7-4 CAPLUS 

CN L-Prolinamide. N- (pyrazinylcarbonyl ) -L-valyl-L-valyl-N- [ (IS) -1- 

formyl propyl) -4- (I I [2- ( 1 -methy let hyl ) phenyl 1 amino) carbonyl) oxy) - , (4R)- 
(SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 N' 




o 



RN 207001-38-5 CAPLUS 

CN L-Prol inamide, N- (pyrazinylcarbonyl) -L-valyl-L-valyl-N- I (IS) -1- 

f ormy 1 propyl) -4 - t ( | [2- ( methoxycar bony 1 > phenyl 1 ami no) carbonyl) oxy I - , (4R) - 
<9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



c 



II .... 



207001 39-6 CAPLUS 

L-ProHnamide, N- (pyrazinylcarbonyl) -L-valyl -L-valyl-4 - I ( [ (3- 
(ethoxycarbonyl ) phenyl J amino) carbonyl) oxy) -N- | ( IS) - l-f ormy 1 propyl ] - , <4R) - 
(9C1) (CA INDEX NAME) 



Absolute stereochemistry. 



!' H H 

"f i Y 

I i-Pr O 



RN 207001-40-9 CAPLUS 

CN L-Prolinamide. N- (pyrazinylcarbonyl) -L-valyl -L-valyl -4 - ( (3,4- 

d i ch 1 orobenzoyl > am i no) -N- [ (IS) -1- f ormy 1 propyl 1 - , (4R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



T {{ y O CHO 



S' N El 



J 



RN 207001-41-0 CAPLUS 

CN L-Proi inamide. N- (pyrazinyl carbonyl ) -L-valyl-L-valyl-N- I (IS) -1» 

formy I propyl ) -4 - I ( ( (phenyl methyl ) amino) carbonyl ) amino} - . (4R)- (9CI> (CA 
INDEX NAME) 

Absolute stereochemistry 



KJ-. 



RN 207001-42-1 CAPLUS 

CN L-Prol inamide. N- (pyrazinylcarbonyl) -L-valyl-L-valyl-N- [US) -1- 

formylpropyl] -4- t (4- morpholiny) carbonyl )amino) (4R) - (SCI) (CA: 
NAME) 

Absolute stereochemistry. 



N O i - Pr 



,3 



O CHO 
"N' 3 Et 



RN 207001-43-2 CAPLUS 

CN L-Prol inamide, N- (pyrazinylcarbonyl) -L-valyl-L-valyl-N- [ ( IS) - 1- 

tormyl propyl) -4- [ Hphenylmethoxy) carbonyl I amino] <4R)- (9CI) (CA INDEX 



Absolute stereochemistry . 




RN 2 07 001 44-3 CAPI.US 

CN L-Prol inamide, N- ( pyra z i nyl carbony 1 ) -L-valyl-L-valyl-N- I ( IS) - 1 - 

tormylpropyl ] -4- [I ( 2 -pt openy loxy > carbonyl ] amino] - , (4R) - (9CI> (CA INDEX 
NAME) 

Absolute stereochemistry. 




0 i-Pi O 




RN 207001-45-4 CAPLUS 

CN L-Prol inamide, N- (pyrazinylcarbonyl ) -L-valyl-L-valyl-4- (benzoylami no) - N- 
I (IS) - 1 - formylpropyl ) - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001 46- & CAPI.US 

CN L-Prol inamide, N- (pyraz i nylcarbonyl ) -L- valyl - L-va lyl -N- ( (IS) -1- 

formylpropyl ] -4 - ( O -oxo- 3 -phenyl propyl ) amino] - . <4R)- (9Ci> (CA INDEX 
NAME) 

Absolute stereochemistry. 



H 

t N 0 i-Pr r — . >f 

l» I H Jl | / B \ II 

T : ! T r 0HC 

0 i-Pr o ^ 

o** 3 Et 

H 



RN 207001-47-6 CAPLUS 

CN L-Prolinamide, N- (pyra ti nyl carbony 1 ) • L- valyl - L-va lyl - N- (US)-l- 

formy] propyl) -4- | (oxopheny lacety 1> amino] (4R>- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001-48-7 CAPLUS 

CN L-Prolinamide, N- (pyraz inylcarbony 1 ) -L-valyl-L-valyl-N- 1(1S>-1- 

formyl propyl) -4- t | (phenylmethyl ) sul fonyl ] amino] (4R>- <»CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 207001-49-8 CAPLUS 

CN L-Prol inamide, N- < pyraz i nylcarbonyl )• L- valyl - L- va ) yl - N- t ( IS) - 1- 

formylpropyl) -4 - [ (2-naphthalenylcarbonyl Jaminol - , (4R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



0 CHO 




i-Pr o 



RN 207001- SO- 1 CAPLUS 

CN L-Prol inamide, N- ( pyra zi nyl carbony 1 ) -L-valyl-L-valyl-N- [ (IS) -1- 

formylpropyl ] -4 -( (phenylmethyl) amino] -. (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 207001-51-2 CAPLUS 

CN L-Prolinamide, N- ( pyraz iny lea r bony 1 ) - L- valyl -L-valyl-4- 

l ( eye lohexyl carbonyl ) amino] -N- [ ( is) - 1- formylpropyl ) - . (4R) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




H 




RN 207001-56-7 CAPLUS 

CN L-Prolinamide. N- ( pyra zi nyl car bony 1 > -L-va lyl -L-valyl-N- (l -ethyl -3 . 3 , 4 , 4 , 4 - 
pentafluoro-2-oxobutyl)-4-(phe"nylmethoxy>", (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 20700I-57-B CAPLUS 

CN L-Prol inamide, N- (pyi a z i nylcarbonyl ) -L-valyl-L-valyl-N- (4 -ethoxy- 1-ethyl - 
3, 3-diiluoro-2,4-dioxobutyl) -4- (phenylmethoxy) -. <4R>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




0 o 



RN 207001-59-0 CAPLUS 

CN L-Prolinamide. N- (pyra z i nylcarbonyl I - L- vo lyl - L-va lyl -N- (l-ethyl- 2 , 3 -dioxo- 
5-phenylpentyl) -4- Ipheny lmethoxy ) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 207001-52-3 CAPLUS 

CN L-Prol inamide- N- (pyrazi nylcarbonyl ) -L-va lyl -L-va lyl -N- [ (IS) - 1- 
formylpropyl ] -4- (phenylmethoxy) -, (4R)- (9CI) <ca INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



i-Pr * 



RN 207001-60-3 CAPLUS 

CN L- Prol inamide, N- <pyra=i nyl carbonyl ) - L- valyl -L-valyl-N- [ (IS) -1- ethy 1-2,3- 

dioxo- J - I (2 -phenylethyl > ami no) propyl ) -4- (phenylmethoxy) - , (4R>- (9CII (CA 

INDEX NAME) 

Absolute stereochemistry. 



r 



"T 



RN 207001-61-4 CAPLUS 

CN L-Prol inamide, N-acety] -1,- a -gl utamyl - L- <»-aspartyl-L-valyl-L- 

valyl -N- ( (If) - I - ethyl -2,"3 - dioxo-3 - [ (2 -phenylethyl ) jiminol propyl 1 -4 - 
(phenylmethoxy* - . MR)- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
H02C^ s NHAC 




RN .207001-62-5 CAPLUS 

CN L-Pro) inamide. N-acetyl -L- valyl - L- valyl -N- I (is) - 1 • f ormylpropyl 1 -4 - 
(phenylmethoxy)-, (4R>- (9CI) (CA INDEX NAME) 



| NH 

NHAC o 

y 



KN 207001-63-6 CAPLUS 

CN L-Prolinamide, hydroxy acetyl - L- valyl -L-valyl -N- [(is) - 1- f ormylpropyl] -4- 
(phenylmethoxy)-. (4R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry 



RN 207001-64-7 CAPLUS 

CN L- Prolinamide. N- (4 -morpholinylcarbonyl > -L- valyl - L- valyl -N- I US) -l- 
torroyl propyl 1 -4- (phenylmethoxy) - . (4R> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



i-Pr 



M* S ; 



CHO 



RN 207001-65-8 CAPLUS 

CN L- Prol inamide, N- (4 -car boxy- 1 -oxobutyl J - L- valyl -L-valyl -N- [ ( is) - 1 - 
formylpropyl) -4- (phenylmethoxy) (4RI- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CH:)3 NH 

fa. 



RN 207001-66-9 CAPLUS 

CN L-Pro) inamide, N- [ (met hy lamina) carbonyl] -L- valyl - L-valyl -N- [ (IS) -1- 
f ormylpropyl ) -4- (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1 



, ' s pr .i 



RN 207001-67-0 CAPLUS 

CN L- Prol inamide, N- li (3 , 5-di carboxyphenyl ) amino] car bony 1 ) - L- valyl - L- val yl -N- 
[ ( IS) - 1 - forroyl propyl ) -4 - I phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I. 



RN 207001-68-1 CAPLUS 

CN L- Prol inamide, N- I ( < 2 - carboxyphenyl > amino) carbonyl ) - L- valyl - L- va lyl -N- 



( ( IS) - 1 - f ormylpropyl ] -4 - (phenylmethoxy) - 
Absolute stereochemistry. 



(4R) - (9CI) (CA : 



H I] I 

i-pr n. it 

Ph o 



RN 207001-69-2 CAPLUS 

CN L-Prolinamide, N- I (phenylmethoxy) carbonyl ) -L-valyl -L-valyl-N- { (IS) -1- 
formy! propyl) -4 - (phenylmethoxy) - . (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHO 

. 'IN 



RN 20700 2-08-2 CAPLUS 

CN L- Prol inamide, N- ( pyra zinylcarbony 1 ) -3 - (3 -pyridinyl ) -L-alanyl -L-valyl -N- 
( (IS) -1-formylpropyl] -4- (phenylmethoxy) - , (4RI- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



o i-Pr 



0 CH< 
S> N S 



RN 207002-09-3 CAPLUS 

CN L-Prolinamide, N- (pyrazi nylcarbonyl ) - L- tyroayl - L- valyl -N- I(lfl) -1- 
formylpropyl] -4- (phenylmethoxy) - . (4R>- (9CII (CA INDEX NAME) 



Absolute stereochemistry . 



X 



RN 207002-10-6 CAPLUS 

CN L-Prol inamide. 0- (phenylmethyl ) -N- (pyrazinylcarbonyl > -L-tyrosyl - L-valyl -1 
t (IS) - 1 - formylpropyl I -4- (phenylmethoxy)-, MR) - I9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



3/ 



"N S EC 



RN 207002-11-7 CAPLUS 

CN L- Trol inamide. N- (pyrazinylcarbonyl)phenylalanyl-L-valyl-N- 1 (IS) -l- 
fovmyl propyl I -4- < phenylmethoxy) - . (4R)- <9CI) (ca index name) 

Absolute stereochemistry. 



RN 2O-»0O2.J2-a CAPLUS 

CN L- Pro! inamide. 3 - II -naphthalenyl ) -N- (pyrazinylcarbonyl )alanyl • L- valyl - N- 
I ( IS) - I - formyl propyl 1 - 4 - (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



t - .N, 



Y 



RN 207002-13-9 CAPLUS 

CN L- Pro 1 inamide. 3 - (2 -naphthalenyl ) -N- (pyrazinylcarbonyl )alanyl-L-valyl*N- 
1 (IS) -1 -formylpropyl ] -4- (phenylmethoxy) (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1 



"j 

HN. 



N _ » 



RN 207002-14-0 CAPLUS 

CN L- Prol inamide, 2 - phenyl -N- (pyrazinylcarbonyl >glycyl -L-valyl-N- I (18) -1- 
formylpropyl] -4- (phenylmethoxy) -. <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 i-Pr y 

H II f "\ 

Ph o 



RN 207002-15-1 CAPLUS 

CN L- Prol inamide, N- (pyrazinylcarbonyl) - 1,-histidyl -L-valyl-N- ( ( IS) - 1- 
formylpropyl) -4- (phenylmethoxy) - . (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry 



RN 2 07002- 16-2 CAPLUS 

CN L-Ptol i namide, 4 -nit ro-N- (pyra z i ny 1 carbonyl > phenylalanyl -L-valyl -N- I (IS) • 1 - 
formylpropyl ) -4- (phenylmethoxy) • , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



If 



O i - P r 

N 9 
H 



O CHO 



s - N * Et 



207002-17-3 CAPLUS 

L- Prol inamide. 3-cyclohexyl -N- (pyrazinylcarbonyl ) a lanyl -I, -valyl-N- ( ( IS) - 1 - 
formylpropyl I -4 ■ (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 



RN 207002 18-4 CAPLUS 

CN L- Prol i namide. w - I ( pyra z i ny 1 carbonyl } amino) benzenebutanoyl -L-valyl-N- 

((IS) 1 (ormylpropyl) -4- (phenylmethoxy) - , UR>- (9CI) (CA index name ) 

Absolute stereochemistry. 



"v ']" 'S " 

0 k Ph 



RN 207002-19-5 CAPLUS 

CN L- Prol inamide . N- (pyrazinylcarbonyl) -3- ( 2 - thienyl ) alanyl -L-valyl -N- t(18)-l- 
formylpropyl) -4- (phenylmethoxy) -. <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

„ . 0._Ph 



Y N 



RN 207002-20-8 CAPLUS 

CN L-Prolinamide, N- (pyrazinylcarbonyl ) -L-alanyl -L-valyl-N- f (IS) -1- 



f ormylpropyl ) -4- (phenylmethoxy) - 
Absolute stereochemistry. 



(4R>- (9CI) (CA INDEX NAME) 



"T 



RN 207002-21-9 CAPLUS 

CN L-Prolinamide, S- (phenylmechy 1 ) -N- (pyrazinylcarbonyl) -L-eyBteinyl-L-valyl- 
N- I (IS) -1- formylpropyl) -4- (phenylmethoxy) -, <4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



207002- 22-0 CAPLUS 

L- Prol i namide , N- (pyrazinylcarbonyl > - L- pheny la 1 any 1 - L-valyl -N- [ (lfl) -1- 



(ormylpropyl ! -4- (phenylmethoxy) - 



(4R>- <9CI> (CA INDEX NAME) 



Absolute stereochemistry . 




RN 207003-23-1 CAPLUS 

CN L-Prol inamide. O- (phenyl methyl > - N- (pyrazinylcarbonyl ) -L-threonyl -L-valyl - N- 
[ (15) • 1 - formylpropyl] -4 • (phenylmethoxy) - , (4R>- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 207002 24-2 CAPLUS 

CN L-Prol inamide. N- [ (phenylmethy! > aul fonyl] -L-valyl-N- [ (IS) - 1 - f ormylpropyl ) - 
4- (phenylmethoxy) - , (4R>- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 0 
Ph m S 

■; ° 

5 O CHO 

N ' 



Ph' 




RN 207002-25-3 CAPLUS 

CN L-Pioi inamide, N- ( phenyl su 1 fonyl > -L-valyl-N- [ (IS) - 1 - formyl propyl ] -4 - 
(phenylmethoxy)-, (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 0 

\ " 
■ S 

Ph NH 




RN 207002-26-4 CAPLUS 

CN L - Pro 1 inamide, N- ) (phenyl amino) carbonyl I -L-valyl-N- ( (IS) - 1- formyl propyl J -4 
(phenylmethoxy)-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry, 
o 

t. 

PhNH NH 

. O 




RN 207002-27-5 CAPLUS 

cn L- Pro 1 inamide, N- ( i -oxo- 3 -phenyl - 2-propenyl > -L-valyl-N- 1 (IS) -1- 
formylpropyl] -4- (phenylmethoxy) - . (4R> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 

o 

ti 

A 

Ph' NH 




RN 207002-28-6 CAPLUS 

CN L- Pro 1 inamide, N- (1 -oxo- 3 -phenyl propyl ) -L-valyl-N- I (IS) -1- formyl propyl] -4- 
(phenylmethoxy) - , (4R> - (9CI) (CA INDEX name) 

Absolute stereochemistry. 



s ■ 



RN 207002 29-7 CAPLUS 

CN L-Prol inamide, N- (1 - oxopropy 1 ) -l.-valyl-N- { (IS) - 1 - f ormylpropyl ] -4- 
( phenylmethoxy) - . (4R) • (9CD (ca index name) 

Absolute stereochemistry. 



207002-30-0 CAPLUS 

L-Prol inamide, N benzoyl -L-valy] -N- t (IS) - 1 - f ormylpropyl ] -4- (phenylmethoxy) - 
, (4R>- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



RN 207002 31-1 CAPLUS 

CN L-Prol inamide, N- I M - I (phenylacetyl ) amino) phenyl) acetyl ) -L-valyl-N- I (IS) - 
formylpropyl) -4- (phenylmethoxy) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



"1 



f ° 

[ il 

S? 



RN 207002-32-2 CAPLUS 

CN L- Pro! inamide, N- [ [3 - J (phenylacetyl ) amino! phenyl 1 acetyl 1 -L-valyl-N- [ (IS) - 
formylpropyl) -4- (phenylmethoxy) I4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.1 



RN 207002-13-3 CAPLUS 

CN L-Prol inamide, N- 1 13- (acetylamino) phenyl ) acetyl) -L-valyl-N- ( (IS) -1- 
tormylpropyl] -4 • (phenylmethoxy) • , I4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry, 



O CHO 



Ph D 



RN 207002-34-4 CAPLUS 

CN L-Prolinamide, 2,3,4, 5-tetradehydroprolyl -L-valyl -N- J ( IS) - 1- formylpropyl 1 
4- (phenylmethoxy) -, <4R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



RN 20 700 2 3S-5 CAW-US 

CN L-ProJ inaroide. IH- indole-2-carbonyl-L-valyl-N- ( (IS) - 1 - formyl propyl )- 4 - 
{ phenyl roe t hoxy) - . (4R> (9Ci) ica index MAME) 

Absolute stereochemistry. 



o 



RN 207OO2 36-6 CAPLUS 

CN L- Pro) inamide, N- [ (2-amino-4 - thi a zolyl ) acetyl 1 -L-valyl-N- ( US) -1 - 
formylpropyl ) -4- (phenylmethoxy) - , (4R)- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 



RN 207002- 3 7 -7 CAPLUS 

CN L-P«ol inamide. N- (3-ch)oro-4 -hydroxybenzoyl > -L-valyl -N- [ (IS) -1- 
formyl propyl] -4- (phenylmethoxy) - . (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



O l-Pr 



I 



RN 207002 -3S-8 CAPLUtf 

CN L- Prol inamide. N- | ( 2 -ami no- 4 - thiazolyl ) (methoxyimi no) acetyl) -L-valyl -N- 
I (IS) . 1 -formylpropyl ] -4- (pheny lmethoxy ) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry, 
Double bond geometry unknown. 



v.- 



RN 207002-39-9 CAPLUS 

CN L- Prol inamide, N- (1 - isoquinol inylcarbonyl ) -L-valyl - N- | (IS) - 1- formylpropyl 1 
4- (phenylmethoxy) - , (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 207002-40-2 CAPLUS 

CN L-Prolinamide, N- ( 1 - naphtha 1 en y i car bony 1 ) -L-valyl -N- ( (IS) - 1 - formylpropyl 1 - 
4- (phenylmethoxy) - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



3 CAPLUS 

tide. N* Icyanocyclohexy) ideneacetyl ) -L-valyl-N- [ (IS) -l- 
formylpropyl) -4 - (phenylmethoxy) - , <4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



G 



RN 207002 42-4 CAPLUS 

CN L- Prol inamide. N- I (2-nitrophenyl I acetyl) -L-valyl -N- 1 lis) -a- formylpropyl ) -4 - 
(phenylmethoxy)-. UR)- (9CII (CA INDEX NAME) 

Absolute stereochemistry. 



RN 207002-43-5 CAPLUS 

CN L- Prol inamide, N- ( 3 - phenoxybenzoy 1 ) -L-valyl-N- ( (IS) - 1 - formylpropyl I -4 - 
(phenylmethoxy)-, (4R) . (9CI) (CA INDEX NAME) 



>- 1 



RN 207002-44-6 CAPLUS 

CN L- Prol inamide, N- (3 - thienylacety 1 ) - L- va lyl -N- I (IS) - 1 - formylpropyl] -4- 
(phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 



if 
Xf 



RN 207002-45-7 CAPLUS 

CN L- Prol inamide. N- (met hoxyphenyl acetyl ) - L-valyl -N- [( IS) - 1 - formylpropyl] -4- 
(pheny lmethoxy) - . (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



r 

N 



RN 207002-46-8 CAPLUS 

CN L-Prolinamide, N- ( hydroxydiphenyl acet y 1 ) -L-valyl-N- ( ( IS) - 1 - fonnyl propyl) -4 
(phenylmethoxy)-. (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemist ry . 



Absolute steteochemistry. 



A 

Ph ph 

i- Pr 



RN 207OO2 4 7-9 CAPLUS 

CN L-Prolinamide, N- ( 1 -oxo- 4 • phenylbutyl ) -L-valyl-N- [ (IS) - 1 - formylpropyl ) -4- 
< phenyl met hoxy) (4R) * <9CI> (ca INDEX name) 

Absolute stei eochenustry . 



i-Pr ) 



RN 207002-50-4 CAPLUS 

CN L-Prolinamide, N- [ (2 - formyl phenoxy) acetyl J -L-valyl-N- HIS) - 1 - formylpropyl J 
4- (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<CH 2 ) 3 

i-Ft 



RN 207002-4B0 CAPLUS 

CN L-Prol inamide, N- ( t 1 uorophenyl acetyl ) -L-valyl-N- [ (IS) - 1 - formyl propyl ) -4- 
( phenyl met hoxy I - . (4R>- (9CI) (ca index name) 

Absolute stereochemistry . 



RN 201002-49-1 CAPLUS 

CN L-Prol inamide. N- ( (2-hydroxy- 1 - naphthaleny 1 ) carbony 1 ) -L-valyl-N- f (IS) -1- 
formylpropylj -4- (phenylmethoxy) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O i - pr 

A.,! 



O CHO 



RN 207002-51-5 CAPLUS 

CN L-Prol inamide, N* ( 1 . 4 -dioxo- 4 - phenylbutyl ) -L-valyl -N- ( (IS) • 1- formyl propyl t 
4- (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



J I 



RN 207002-52-6 CAPLUS 

CN L-Prol inamide, N- ( 1 -oxo- 3 - phenoxypropy 1 > - L-valyl-N- { (IS) - 1 - formyl propyl ) -4 
(phenylmethoxy)-, (4R)- OCX) (ca INDEX NAME) 

Absolute stereochemistry. 



RN 207002 53-7 CAPLUS 

CN L-Prol inamide, N- (2 - carboxy- 1 -oxohexyl ) -L-valyl-N- I ( IS) - 1 - formyl propyl ] -4- 
(phenylmethoxy) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



"f 



5 Pr- 



RN 207002-54-8 CAPLUS 

CN L-Prol inamide, N- (l-oxo-2-phenoxybutyl) -L-valyl-N- I (IS) - l - formylpropyl 1 -4- 
(phenylmethoxy) - . (4RI I9CI) (CA INDEX NAME) 

Absolute stiireochemist ry . 



3 Pr- 



Absolute stereochemistry. 



O CHO 



5/ N - Et 



RN 207002-56-0 CAPLUS 

CN L-Prolinamide. N- ( ih- indol -3-ylcarbonyl ) -L-valyl-N- ( (IS) -1-formylpropyll -4 
(phenylmethoxy)-, (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



f, lji. 



Y 



.5 *, /,\ 



... K- 



RN 2 07002-57-1 CAPLUS 

CN L-Prol inamide, N- ( 2 , i -dimethoxybenzoy 1 ) -L-valyl -N- I ( IS) - 1- formylpropyl 1 -4- 
(phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 
OMe O i - pr 



RN 207002-58-2 CAPLUS 

CN L-Prolinamide, N- ( ( 2 - phenylcyclopenty 1 ) carbonyl ) -L-valyl-N- [ (IS) - 1- 
formylpropyl) -4- (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 207002-55-9 CAPLUS 

CN L-Prol inamide. Nil - oxo- 2 - phenyl pentyl ) -L-valyl-N- I ( IS) - 1 - formylpropyl 1 -4 - 
(phenylmethoxy)-, (4Ri- (9CI) (ca index name) 



RN 207002-69-3 CAPLUS 

CN L-Prol mamide. N- ( < 1 -phenyl cycl opropyl ) carbonyl ) -L-valyl-N- ( (IS) -1- 
formylpiopyl I -4 - (phenylmethoxy) - , (4R> - (9CI) (ca index name) 

Absolute stereochemistry. 



Ph 

v 1 



RN 207002-60-6 CAPLUS 

CN L-Prol inamide, 1.2.3 . 4 - tetrahydro- 3 -isoquinolinecarbonyl - L- valyl -N- { (IS) - 1- 
formylpropyl ) -4- (phenylmethoxy) - , <4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemi stry . 



o 



RN 201002 51 -1 CAPLUS 

CN L Pro) inamide, 1,2,3,4 -tetrahydro- 1 - isoqui nol inecarbonyl -L- valyl -N- ( (19) • 1- 
formyl propyl) -4 - (pheny imet.hoxyl - , <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 



J 



RN 207002-62-8 CAPLUS 

CN L-Prol inamide, N- U 3 . 5 -dimethyl -4 - i soxa zolyl ) carbonyl ) -L- valyl -N- [ (IS) -1- 
formylpropyl ) -4- (phenylmethoxy) - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry 



\ — / i . pr 0 



RN 207002-63-9 CAPLUS 

CN L>- Prol inamide, N- [ [3 - (2-chlorophenyl ) - 5 -methyl -4 - i soxa zolyl} carbonyl) -L- 
valyl-N- [ (IS) -l-formyl propyl J -4- (phenylmethoxy) -. (4R) - (9CI) (CA INDEX 



Absolute stereochemistry. 



.>-» 



RN 207002-64-0 CAPLUS 

CN L-Prol inamide. N- I (1, 2. 3 . 4 - tet rahydro - 9 - iter idi nyl > carbonyl} -L-valyl-N- 
[ (IS) -l-formyl propyl) -4- (phenylmethoxy) - . (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Et s N O 

! 

CHO 1 



HN O 



RN 207002-6!,- 1 CAPLUS 

CN L-Piol inamide, N- (3 - hydroxy- 2 -methyl ben zoy 1 ) -L-valyl-N- 1 (IS) - 1- 
formylpropyl ) 4 - (phenylmethoxy) - , (4R) - (9CI) (ca INDEX name) 



Absolute stet eorhemist ry 
Me 0 i - Pr 



RN 207002 66-2 CAPLUS 

CN L-Prol inamide. N- HI- (phenylmethy 1 ) - IH- indol - 3 -yl ) carbonyl 1 -L-valyl-N- 
t <1S> - l • formylpropyl J -4- (phenylmethoxy) -. (4R> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 207002 6T-3 CAPLUS 

CN L- Prol Inamide. N ( [? - (2, 6-dichlorophenyl ) -5-methyl -4 - isoxazolyl) carbonyl 5 - 
L-valyl-N | ( l s) • l • tormy 1 propyl I - 4 - (phenylmethoxy) - , (4R)- (9CI) (CA INDEX 



Absolute stereochemistry. 



-''° <S V--. i-Pr 
i- 3 n a 



He' \ 



li J 



RN 207002-68-4 CAPLUS 

CN L-Prolinamide, N- | (5-methyl-l phenyl - 1H- pyrazol - 4 -yl ) carbonyl) -L-valyl -N- 
1 (IS) - 1 - formylpropyl ) - 4 - (phenylmethoxy) - , (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHO 



J N 



RN 207002-69-S CAPLUS 

CN L-Prolinamide, N- I (S-methyl -3-phenyl -4 - isoxazolyl > carbonyl) -L-valyl-N- 
I (IS) - 1- formylpropyl] -4- (phenylmethoxy) - . <4R>- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHO i 



RN 207002-70-8 CAPLUS 

CN L-Prolinamide, N- I < 2, 5-dimethyl -3 -furanyl) carbonyl) -L-valyl-N- [(lS)-l- 
formylpropyl) -4 - (phenylmethoxy) - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



\* .1 



RN 207002-71-9 CAPLUS 



CN L-Prol inamide, N- (2.4. 6-trimethylbenzoyl) -L-valyl-N- I (IS) • 1 - formyl propyl ] • 
4- (phenylmethoxy) -. (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Me 0 i - Pr 



r 



207002 72-0 CAPLUS 

L-Pro! iimmide, N- (2 - hydroxy- 3 methyl benzoyl ) -L-valyl-N- I (IS) -1- 
f ormylnropyl ] -4- (phenylmethoxy) (4R)- (9CI) (CA INDEX NAME ) 



Absolute stereochemistry. 



"I 



RN 207002 73-1 CAPLUS 

CN L-Prol inamide. N- < 2 -methoxybenzoyl > -L-valyl-N- [ (IS) - 1 - formylpropyl 1 -4- 
( phenyl met hoxy) - . (4R)- (9CI) (CA INDEX NAME) 

Absolute ster eochemistry . 
OMe o i - pr 



RN 201002- '/4 -2 CAPLUS 

CN L-Prol inamide. N- (2 -bromobenzoyl ) -L-valyl-N- ( (IS) - 1 - formylpropyl ) -4- 
(phenylmethoxy) - . (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Br O i-Pr 

i j. X 



RN 207002 75-3 CAPLUS 

CN L-Prolinamide, N- I < 2 -methoxy- 1 - naphtha 1 enyl ) carbonyl J - L- valyl -N- ( (IS) - X- 
formyl propyl J -4 - (phenylmethoxy) - , (4R>- (9CI) (CA INDEX NAME) 

Abaol ute 9tereochemi st ry . 



Viu/ • 



i- Pr 
MeO 



RN 207002-76-4 CAPLUS 

cn L-Prolinamide, N- [ (2-ethoxy- 1 -naphtha leny 11 carbonyl ) -L-valyl-N- [ (IS) -1- 
formylpropyl ) -4- (phenylmethoxy) - , 

Absolute stereochemistry, 



(9CI> (CA INDEX ! 



X 

3 N 
R / 



i-Pr 
ECO 



RN 207002-96-8 CAPLUS 

CN L-Prolinamide. N- (2 , 6 -dimethyl benzoyl ) -L-valyl-N- I (19) - 1 - formylpropyl ) -4- 
(phenylmethoxy) - , I4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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»■ . K - a , X - ^ U 

N f O R2 ZN > O 

H || H It 



The present invention relates to compda . I (Rl » carboxy, acyl, amino acid 
residue, etc.; R2 - (CR2) n-X-R3 ; each R « independently H. ci-6 alkyl, OH, 
R3 « (un ) subst i tuted aryl, (un ) subst i tuted heteroaryl, (un) substituted 
heterocyelyl , eye loal kyl , etc; X « bond, o, S; n « 0-3; and the 
pharmaceutical ly acceptable salts, esters, amides, and prodrugs thereof) 
as inhibitors of i nter leuki n - 1 h converting enzyme (ICE). This 
invention also relates to a method ot treatment of stroke, inflammatory 
diseases, reperfusi'on injury, Al;heim«r's disease, and shigellosis, and to 
a pharmaceutical ly acceptable composition that contains a compound that is an 
inhibitor of inter leukin- l p" converting enzyme. Thus, substitution of 
Z-Asp(0CMe3) -CH20r <z . phCH202C> with 1 -naphthy lacet ic acid, followed by 
acidic deprotect ion. gave desired aspartate ester derivative II. II inhibited 
ICE with Ki - 0.460 mm and IC50 . 3.100 uM, and inhibited Ich-2 
(caspase-4) with ICS0 = 3.60 mm. as determined using in vitro assays. 
Related prepared compds . I (196 examples) were also tested for ice 
inhibition (Ki values of 0.00008 to 76 uM and IC50 values of 0.0013 to 
32 MM> . and Ich-2 inhibition (ICS0 » 0.021 to 76 mM> . 
206863-69-6P 

RL: BAC (Biological activity or effector, except adverse); bsu (Biological 
study, unclassified); spn (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study),- PREP (Preparation); USES (Uses) 

(preparation of aspartate ester inhibitors of interleukin-1 p converting 

enzyme) 
206863-69-6 CAPLUS 

l-Naphthaleneacetic acid, 3 - | (( 1 -acetyl - 4 - (phenylmethoxy) -2- 

pyrrol idi nyl ) carbonyl ] amino] -4 -carboxy- 2- oxobutyl ester (9CI) (CA INDEX 



NH 

CH- CH2-C0 2 H 

c -- o 

CH 2 

' o 
c- o 

I 

CH 2 



RNA, using a monolabeled ol igor i bonucl eot ide . The screening process 
revealed a high structure-a f f ini cy relationship in the successful 
products. Only six ouc of the twelve unnatural amino acids were selected, 
with the repeated appearance of (uracil-l-yl)-D-alanine (AlaU) , Snr 
and the secondary amino acids Hyp and isonipecotic acid (Inp) . The 
affinity and selectivity for the target was determined using a DNase I 
protection assay. 

IT 206005-97-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties),- SPN (Synthetic preparation); BIOL 
(Biological study > ; PREP (Preparation) 

(preparation and identification of DNA-binding Uganda from peptide 
libraries containing unnatural amino acids) 
RN 206005-97-2 CAPLUS 

CN L-Lysinamide, N2 -acetyl - L-arg inyl - 3 - ( 3 . 4 • dihydro- 2 , 4 -dioxo- 1 (2H) - 

pyrimidiny 1 ) -D-alanyl-N-methylglycyl - (4RI -4 - hydroxy- L- prolyl -US- (2- 
thienylcarbonyl ) -L-ornithyl- (4R> -4 - hydroxy-L-prolyl - p- a lanylglycyl - 4 - 
aminobutanoyl -N6- ( 1, - a 1 any 1 - L- tyrosy 1 - L-al anyl - L-seryl - [»- threonyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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An unnatural pepi ide-based library, bound on a solid support, was screened 
tor double-stranded-DNA (dsDNA) -binding ligands. For this purpose, 
fluorescein and rhodamine were used to label the si ngle-strnnded 
ol igodeoxynucleotides . Beads containing products with affinity to dsDNA 
turned red in visible light and fluoresced yellow in UV light. A similar 
technique can be used for the selection of ligands which bind to a hairpin 



O Me 

f Y'l ' " ! "Y 



"X 
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AUTHOR <S> 
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N 1 NH 

Me HN j 



V\ " ,CHJ ' 3 ii T" 

^ 0 



20600b 86-9P 206005-90-5P 206005-91-6P 

RL: PRP (Properties); SPN (Synthetic preparation); prep (Preparation) 
(preparation and identification of DNA-binding ligands from peptide 
libraries containing unnatural amino acids) 

20600b- 86-9 CAPLUS 

L-O tut amine. N2 -acetyl - L-arg i ny 1 - 3 - (3,4 -di hydro- 2 , 4 -dioxo- 1 ( 2H ) - 
pyr imidinyl > -D-alanyl -N-methylglycyl-3 - (3 , 4 -dihydro- 2 , 4 -dioxo- 1 (2H) - 
pyrimiriinyl > -D-alanyl - (4R> - 4 - hydroxy- L-prolyl - (9CI> (CA INDEX name) 



^ X 

t H 2 N 



(CH 2 ) 3^s^ NHAC 



11 1 R 

0 C0 2 H li 



r 



RN 20 6005-90-S CAPLUS 

CN L-Proline, N2 -acetyl - L- arginyl - 3 • (3 , 4 -dihydro- 2, 4 -dioxo-l (2H) -pyrimidinyl) - 
D-alanyl -N- methyl glycyl - (4R) -4 hydroxy- L- prolyl - N5 - ( 2 -thienylcarbonyl ) -L- 
ornithyl -4 -hydroxy-, (4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



' s 

NH 0H 

"J 



ir ,cH2,j it 



RN 206005-91-6 CAPLUS 

CN L-Orni thine, N2 - acetyl - L-arg inyl - 3 - < 3 , 4 -dihydro- 2. 4 -dioxo- 1 <2H) - 

pyrimidinyl) -D-alanyl -N-methylglycyl - (4R) -4 -hydroxy-L-prolyl -N5- <2- 
thienylcarbonyl) -L-ornithyl -N5- [ (4 -methyl phenyl > sul fonyl ) - (SCI) 
INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry . 
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HN N 
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AcNH s (CH2)3 ,-| 



NH 



>- 7 r 




Me 

IT 2O6O06 03-3P 206006-07-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and identification of DNA-hinding ligands from peptide 
libraries containing unnatural amino acids) 
RN 20600 6 03-3 CAPLUS 

CN Glyc>n«mide. N2 -Acetyl • L-argi nyl • 3 - (3 , 4 -di hydro- 2 . 4 -dioxo- i (2H> - 

pyrimidinyl) - D-a lanyl -N-methy Ig lycyl - 3 - ( 3 . 4 -dihydro- 2 , 4 -dioxo- 1 (2H) - 
pyriniidiny] ) -D-alanyl <4R> -4 hydroxy- L- prolyl - L-gl ut ami nyl * ft-alanyl - 
<9Cll (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 2 -A 

I! 
O 



RN 20 60 06 -07- 7 CAPLUS 

CN Glycinamide, N2 - acetyl - L- arginyl -3- ( 3 . 4 -dihydro-2. 4 -dioxo- 1 (2H) - 

pyrimidinyl ) -D-alanyl -N-methylglycyl - (4R) -4 -hydroxy- L- prolyl -N5- (2- 
thienylcarbonyl ) -L-ornithyl- (4R) - 4 - hydroxy-L-proly 1 - p-alanyl- (9CI) 

(CA INDEX NAME) 

Absolute stereochemist ry . 



PAGE 1-A 




acid, octahydi oindole-2 -carboxyl ic acid, 2- aminoisobutyr ic acid, valine; B 
- lysine. 4-aminocyclohexylglycine, X « CHP2, CF3, C0OR4, CONR5R6, 
2-thiazole, (un) substituted heterocycle,- R4 - H. alkyl,- R5 and R6 - 
independently H, alkyl, al ky lene - C6H5 ; RS and R6 together - C3-6 alkylene) 
or a pharmaceutical^ acceptable salt thereof, were prepared as thrombin 
inhibitors. Thus, H02CCH2 -D- (p- methoxy- phenyla lanyl > - Pro-Lys-C02H was 
prepared an assayed for anti -thrombin activity (IC50 - 0.044 uM) . The 
compds. of the invention have anticoagulant activity and can be used in 
treating or preventing thrombin- related diseases. 

IT 204265-47-4P 204265-73-6P 

RL: BAC (Biological activity or effector, except adverse); BSU {Biological 
study, unclassified), SPN (Synthetic preparation); THU {Therapeutic use) 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of peptidyl thrombin inhibitors) 

RN 204265-47-4 CAPLUS 

CN L-Prol inamide, N- (carboxymethyl ) -3 -eye lohexyl -D-alanyl -N- ( 5- amino- 1- (2- 
thiazolylcarbonyltpentyl] -4-ethyl - , (4S1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Engl ish 



APPLICATION NO. 



WO 1997-EP4579 



AU. BR, CA, CN, CZ, HU, JP, KR, MX, NO, NZ, PL, RU, SG , TR , US 



RW- AT. BE, CH, 
IN 199''MA01784 
ZA 970 '209 
AU 9746181 
EP 956293 
EP 956293 



DK, ES, FI, 
20050304 
19980220 
19980306 
199911 17 
20041117 



:, GB, GR, IE 
IN 1997-MA1784 
ZA 1997-7209 
AU 1997-46181 
EP 1997-944781 



IT, LU, MC, NL, 



AT. BE, CH, LIE, DK, ES . FR , GB, GR, 



LI , 



LU, NL, SE, 



IE. FI 
AT 2a2f.29 
TW &15«0J 
PRIORITY APPLN, INFO. 

OTHER SOURCE (5) i 



AT 1997-944781 

TW 1997-86112645 

EP 1996-202336 

WO 199T-EP4579 



19970811 
19970812 
19970819 
19970819 

PT, 

19970819 
19970830 
19960823 
19970819 



MAR PAT 128:217636 

Title COmpdS. Ot tormula R1R2NCH (R3 ) CO-A-B-X and RICH JNH- <S02)m-R3)CO-A-B- 
X I R 1 - (S02) n-Cl -6a 1 kylene-COOH or an ester derivative thereof; n « o, l ,- m 
0, 1; and m and n are not 1 at the same time.- R2 - K, alkyl, alkenyl, 
cycloalkyl, a 1 ky lenecycloa 1 kyl . aryl . etc.; R3 » a hydrophobic moiety, or 
R2 and R3 are a 5- or 6-membered ring together with the N and C to which 
they are bound, which ring RtHy be fused with an aliphatic or aromatic 
6-membered 

ring; a ■ (un I subst i toted proline optionally containing a second O, N. or S 
heterontom. 3 , 4 -dehydroprol i ne , 2-azetidine carboxylic acid, pipecolinic 



ICH 2 >4 0 

! 



204265-73-6 CAPLUS 

L-ProLinamide, N- (carboxytnethyl ) - 3 -eye lohexyl -D-alanyl -N- (5-amino-l- 
(carboxycarbonyl)pentyl) -4-ethyl-. (4S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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(Synthetic preparation); PREP {Preparation); ract 
inhibitors) 



204266-55-7P 
RL: RCT (Reactant); SPN 
(Reaccant or reagent) 

(preparation of peptidyl thrombi 
204266-55-7 CAPLUS 

L-Prolinamide, 3 -eye lohexyl - N- 1(1, 1 -dimethylethoxy) carbonyl) -N- (2- (1,1- 
dimethylethoxy) -2-oxoethyU -D-alanyl - 4 -ethyl -N- (5- 

[ I (phenylmethoxy) carbonyl 1 amino] - 1 - (2 - thi azolyl carbonyl ) pentyl ) (48) 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CAPLUS COPYRIGHT 200 7 ACS on STN 
)V9a:12B790 CAPLUS 
128 : 239354 

INN 0083 5: antidepressant 

Hlavka, Joseph J.; Nicolau, Gabriela; Noble. John P.; 
Aba^ian, Henry 

: Innapharma, Inc.. Upper saddle River, nj, 07458, USA 

Drugs of the Future (1997), 22(12), 1314-1318 

CODEN: DRFUD4; ISSN: 0377-8282 
J. R. Prous, S.A. 
Journal 
Engl ish 

3 a highly active antidepressant with rapid onset ot action 
<3-b days) . There is currently little or no evidence of drug-related 
adverse events associated with the administration of INN 00835. 

IT 173240 15-BP 204992-09-6P . INN 00835 

RL: ADV (Adverse effect, including toxicity).- BAC {Biological activity or 
effector, except adverse); BPS (Biological process), BSU (Biological 
study, unclassi t ied> ,- 3PN (Synthetic preparation),- THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation),- PROC (Process),- uses (Uses) 
(INN 00835 as antidepressant) 
RN 173240 15-8 CAPLUS 

CN L-Tryptophanamide, 4 - 1 luoro- L- phenyl a lanyl - (4R> -4 -hydroxy - L- prolyl - L- 
arginylglycyl - (CA INDEX NAME) 

Absolute a t e i eochemi s t ry Rotation (-). 



c 



ch 2 >3 ir 

NH 



RN 204992*09-6 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L-phenylalanyl - (4R) -4 -hydroxy-L-prolyl-L- 
arginylglycyl-, bi s (tri f luoroacetate) (salt) <9CI) (CA INDEX NAMB) 



Absolute stereochemistry. Rotation (-). 
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CX 11 T r . 0 -r 1 
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PATENT NO. 



Ritaau, Michael; Heinze. Stephan; Demuth, Hans -Ul r i ch .- 
Haertl, Albert 

Hana-Knoell-Institut fuer Naturstof f - Forschung e.V., 
Germany 

Oer. often. , 8 pp. 

CODEN: GWXXBX 

Patent 
German 
I 



K r NI) DATE 



APPLICATION NO. 



DATE 



DE I96J2564 Al 19980219 DE 1996-1963 2564 19960813 

PRIORITY APPLN. INFO. : DE 1996-1963 2564 19960813 

AB Bergofungin (Ac-L-Val -Aib-Aib- Aib-L- Val -Gly-L-Leu-Aib-Aib-L-Hyp-L-Gln-L- 
Iva-L-Hyp-Aib-L-phenylalaninol ,- Aib « u-aminoisobutyryl ,- Iva « 
isovaltne), an antibacterial and antifungal antibiotic, is obtained from 
the culture medium of Emer i eel lopsi s DSM 11079 by EtOAc extraction and purified 
by chromatog. on Sephadex LH-20 and silica gel followed by reversed- phase 
HPLC. Bergofungin was active in vitro against Bacillus subtilis. 
Sporobolomyces sa Imoni col or , and Penicillium notatum. 
IT 181478 82-OP, Bergotuugin 

RL: BAr (Biological activity or effector, except adverse); BPN 
(Biosynthet ic preparation); BSU (Biological study, unclassified),- PUR 
(Publication or recovery); BIOL (Biological study),- PREP (Preparation) 
Ibeigotungin production and use) 
RN 181478 82-0 CAPLUS 

CN Bergofungin A (9CT) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (♦>. 
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TITLE; Differences in ion permeability of an artificial 

bi layer membrane caused by ampullosporin and 
bergofungin, new 15-membered pepta lbol - type 
antibiotics 

Grigoriev, P. A.) Berg, A.; Schlegel, R.» orafe, U. 
Russian Academy Sciences, Inst. Cell Biophysics, 
Moscow, Russia 

Bioelectrochemistry and Bioenergetics (1997), 44(1). 
155-158 

CODEN: BEBEBP; ISSN: 0302-4598 

Elsevier science S.A. 
Journal 
Engl ish 

The membrane activity of new 15-membered peptaibol -type antibiotics, 
ampullosporin from sepedonium ampul loapo rum and bergofungin from 
Emericellopsis donezkii. was tested by use of an artificial bilayer 
membrane. Bergotungin conveys protons more efficiently than ampullosporin 
suggesting that the nature and the sequence Of the constituting amino 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE 



acids determine their special effect on ion penetration. 
IT 1(1416 82-0. Bergofungin 

RL: SAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); uses (Uses) 

(ampul losporin and bergofungin effect on ion permeability in artificial 
bilhyer membrane: structure relation) 
RN 181478-82-0 CAPLUS 

CM Bergofungin A (9CI) ICA INDEX NAME) 
Absolute stereochemistry. Rotation (♦). 
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Prodynorphin processing by proprotein convertase 2. 
Cleavage at single basic residues and enhanced 
processing in the presence of carboxypept Idase 

activity 

Day, Robert; Lazure. Claude; Basak, Ajoy/ Boudreault, 
Alain,- Limperis, Paul; Dong, Weijia; Lindberg, Iris 
Dep. Pharmacol., Univ. Sherbrooke, sherbrooke, OC, JiH 
5N4, Can. 

Journal of Biologicdt Chemistry (1998), 273(2), 
829-836 

CODEN: JBCHA3; ISSN: 0021-9258 

American society for Biochemistry and Molecular 
Biology 
Journal 
English 

Endoproteolytic processing of the 26-kDa protein precursor prodynorphin 
(proDyn) at paired and single basic residues is most likely carried out by 
the proprotein convertases (PCs); however, the role of PCs at single basic 
residues is unclear. In previous studies we showed that limited proDyn 
processing by pci/pcj at both paired and single basic residues resulted in 
the formation of 8- and 10-kDa intermediates. Because PC2 is colocalited 
with proDyn, we examined the potential role of this convertase in cleaving 
proDyn. PC2 cleaved proDyn to produce dynorphin (Dyn) A 1-17, Dyn B 1-13, 
and «-neo-endorphin, without a previous requirement for PC1/PC3. 
pc 2 also cleaved at single basic residues, resulting in the formation of 
the C-peptide and Dyn A l-e. Only PC2, but not furin or PC1/PC3 , could 
cleave the Arg-Pro bond to yield Dyn 1-8. Structure-activity studies with 
Dyn A l-n showed that a P4 Arg residue is important for single basic 
cleavage by PC 2 and that the PI' Pro residue impedes processing. 
Conversion of Dyn A 1-17 or Dyn B 1-1J into leucine-enkephalin (Leu-Enk) 
by PC 2 was never observed; however, Dyn AB 1-32 cleavage yielded small amts 
of Leu-Enk, suggesting that Leu-Enk can be generated from the proDyn 
precursor only through a specific pathway. Finally, PC2 cleavages at 
single and paired basic residues were enhanced when carried out in the 
presence of cat boxypept idase (CP) E. Enhancement was blocked by gems A, a 
specific inhibitor of CPE activity, and could be duplicated by other 
carboxypeptidases, including CPD, CPB, or CPM. Our data suggest that 
carboxypept idase activity enhances PC 2 processing by the elimination of 
product inhibition caused by basic residue-extended peptides. 
202812-46-2 

RL: BPR (Biological process); BSU (Biological study, unclassified)/ PRP 



(Properties); BIOL (Biological study); PROC (Process) 

(piodynorphin processing by proprotein convertase 2 and cleavage at 
single basic residues and enhanced processing in carboxypept idase 
presence) 
RN 202812 46-2 CAPLUS 

CN 1-13 -Dynorphin A (swine), 10- [ ( 4 R) - 4 - hydroxy- L-prol ine) - (9CI) (CA INDI 



Absolute stereochemistry. 
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CAPLUS COPYRIGHT 20 07 ACS on STN 
1998:118 CAPLUS 
12B : 110919 

From Micromolar to Nanomolar Affinity; A Systematic 
Approach To Identify the Binding Site of CORP at the 
Human Calcitonin Gene -Related Peptide 1 Receptor 
Rist, Beate, Etitzeroth, Michael; Beck-Sickinger, 
Annette G. 

Department of Pharmacy. ETH Zuerich, Zurich, Switz. 

Journal of Medicinal Chemistry (1998), 41(1), 117-123 

CODEN: JMCMAR, ISSN : 0022-2623 

American Chemical Society 

Journal 

English 

as a selective CGRPi receptor antagonist. 



elucidate the essential requirements for its receptor interaction, the 
authors performed a variety of systematic approaches by modifying the 
C-terminal segments CORP YO-28-37 and ccRP 27-37. N-Terminal and 
C-terminal segments have been synthesized, as well as chimeras which 
combine segments of CORP, adrenomedu 1 1 in , and amylin. Furthermore, the 
authors carried out an Ala scan, a Phe scan, a D-amino acid scan and a Pro 
scan of CGRP 27-37. Addnl., single amino acids were replaced by those 
with similar biophys. properties. Receptor binding studies of all analogs 
were performed at human neuroblastoma cells SK-N-MC, which selectively 
express the hCGRPi receptor. On the basis of the obtained results, the 
authors synthesized a Beries of ligands with multiple amino acid 
replacements to optimise the exchange at each position. This approach 
yielded to a series of high affinity ligands. including (D31 , P34 , P3 5] CORP 
27-37 which exhibits a 100-fold increased affinity compared to the 
unmodified segment. So far, this is the smallest CGRP analog that shows 
affinity in the nanomolar range. 
201613-22-1 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 

(Properties); BIOL (Biological study).- PROC (Process) 

(from micromolar to nanomolar affinity: a systematic approach to 
identify the binding site of CGRP at the human calcitonin gene-related 
peptide 1 receptor) 



RN 201613 22-1 CAPLUS 

CN L- Phenyl alaninamide. L-tyrosyl -b-valyl- (4R) -4-hydroxy-L-prolyl-L-threonyl - 
L-asparaginyl - L-valylglycyl - L-seryl-L- e»- glutamyl -L-alanyl- (9CI) 
<CA I NO EX NAME) 

Absolute stereochemistry. 



PAGE l-A 

H0 2 C. HO v 




investigate the structure and dynamics of membrane-associated peptides we 
tollow an approach based on site-speci t ic isotope labeling and measurement 
by means of stable isotope sensitive techniques. We have accurately determined 
the exact position of deuterium atoms at Qln-11 of the antibiotic 
zervamicin-HB tiom the FAB col 1 i sion - i nduced dissociation FAB -ma as spectra of 
the sodium cat ionised mols. 

IT 7939S-85-0D. zervamicin IIB. deuterated 
HL: PRP (Properties) 

(mass spectrometric anal, of site specific deuterated zervamicins) 

RN 793 95 -85-0 CAPLUfi 

cn L- Prolinamide, N - acetyl - L- 1 ryptophyl - L- isoleucyl - L-glutaminyl- D- isovalyl - L- 
isoleucyl -L-threonyl -2-methylalanyl-L- leucyl -2-methylalanyl- <4R> -4 -hydroxy- 
L-prolyl-L-glutaminyl -2-methylalanyl- (4R) -4 -hydroxy -L- prolyl -2 - 
met hy la lany I - N- ( ( 1 S) - 1 - (hydroxymet hy 1 > - 2 - phenyl ethyl } - <CA INDEX NAME) 



PAQE 1-B 
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,51 CAPLUS COPYRIGHT. 2007 ACS on STN 
1997:801030 CAPLUS 
128: 13777? 

Mass spectrometric analysis of site specific 
rieute rated zervamicins 

Ogrel, Alexei; Heerma, wigger.- Versluis, Kees; 
Lugtenburg. Johan,- Raap, Jan 

Leiden Institute of Chemistry, Leiden University, 
Leiden, Neth. 

Analytical Letters (1997). 30(15), 2827-2B46 

CODEN: ANALBP; ISSN: 0003-2719 

Marcel Dekker, Inc. 
English 

i 16- residue antibiotic peptide produced by Em. 

It belongs to a broad class of u-helical peptides 
directly with the lipid bilayer. In our strategy to 
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C" C - NH" C 
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AB Repetiti' 
prepared 



Me-C-Me 



C~- o 0 
I II 
CH- CH2-CH2- C- NH 2 



CORPORATE SOURCE: Departments Polymer Sci . and Eng.. Univ. 

Massachusetts. Amherst. MA. 01003. USA 
SOURCE: Journal ot Macromolecular Science. Pure and Applied 

Chemistry (1997), A34 (10) . 2143-2150 
CODEN: JSPCE6; ISSN: 1060-1325 
Dekker 
Journal 
Engl ish 

polypeptides of sequence | (AlaGly) 3ProQluGly] 16. 3a, have been 
i Escherichia coli as overexpressed recombinant proteins. 
Replacement of more than 90% of the naturally occurring proline (Pro) 
residues with 3 , 4 -dehydroproline (Dhp) in sequence 3a was achieved by in 
vivo expression ot the target protein in medium containing Dhp and lacking 
Pro. The resulting material (3b) was treated with H202 or Bra to yield 
polymers containing 3 , 4 -di hydroxyprol i nc (Dhy) and 3 , 4 -dibronoproline (Dbr) . 
resp., in place ot the Dhp residue, These results represent the first 
demonstration of the incorporation and modification of alkene 
functionality in recombinant proteins. 

IT 1992'76-64-7P 

RL: BPN (Biosynthei ic preparation); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(repeating unit,- biosynthetic incorporation and chemical modification of 
. alkene functionality in prolyl peptide) 

RN 199276-64-7 CAPLUS 

CN Glycine , L-alanylglycyl - L-alany lg] ycy 1 -L-alanyl glycyl -3 . 4 -di hydroxy- L- 
prolyl-L-u-glutamyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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of alkene functionality in genetically engineered 
polymers 
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Thomas L. ; Tirrell, David A. 
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TITLE: Differential targeting of nicotinic acetylcholine 

receptors by novel nA- conotoxins 
AUTHOR(S): Jacobsen, Richard, Yoshikami. Doju; Ellison. Michael; 



CORPORATE SOURCE: 



TYPE: 



Martinez. Jennifer; Gray. William R . ; Cartier, Q. 
Edward; Shon. Ki-Joon; Groebe, Duncan R . ; Abramson. 
Stewart M . ; et al. 

Departments Biology. University Utah, Salt Lake City, 
UT, 84112, USA 

Journal of Biological Chemistry (1997), 272(36), 
22531-22537 

CODEN: JBCHA3; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 
Biology 
Journal 
Engl ish 

AB We describe the isolation and characterization of two peptide toxins from 
Conus erroineus venom targeted to nicotinic acetylcholine receptors 
(nAChPsi. The peptide structures have been confirmed by mass spectrometry 
and chemical synthesis. In contrast to the 12-18 residue. 4 Cys-containing 
u-conocoxins , the new toxins have 30 residues and 6 Cys residues. 
The toxins, named nA-conotoxi ns EIVA and EIVB, block both Torpedo 
and mouse ««l -containing muscle subtype nAChRs expressed in Xenopus 
oocytes at low nanomolar concns . In contrast to m-bungarotoxin, 
<»A-EIVA is inactive at n7-containing nAChRs even at micromolar 
concns. In this regard, 'jA-EIVA is similar to the previously 
described u- conotoxins (e.g. u-MI and »i-c-l> which also 
selectively target «il- vs. «7 -containing nAChRs. However, 
u-Ml and <i-gi discriminate between the u/rt vs. 
u/y sununit interfaces of the mouse muscle nAChR with 
10,000-told selectivity. In contrast, <xA- conotoxi n EIVA blocks both 
the 't/y site and ci/i> site with equally high 

affinity but with distinct kinetics. The «A- conotoxins thus 
represent novel probes for the <i/y as well as the 
i«/f> binding sites of the nAChR . 
IT 197*02 64 -OP. dA-Conotoxin E IVA (reduced) 
197*02 6S- 11', <iA-Conotoxin E i VD (reduced) 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); PUR (Purification or recovery) ,- 
BIOL (Hioloqical study); PREP (Preparation) 

(nicotinic acetylcholine receptors targeting by novel 

nA conotoxins) 

RN 1 97 50 J 64-0 CAPLUS 

CN <iA-Conoi oxin E IVA (reduced) <9CD (CA INDEX NAME) 
Absolute stereochemistry. 
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Acremonium sp.-o leucinostat in A producing endophyte 
of European yew (Taxus baccata) 

Strobel, Oary A.,- Torczynski. Richard; Bollon, Arthur 
Department ot Plant Pathology. Montana State 
University. Bozeman. MT. 59717, USA 
Plant Science (Shannon. Ireland) (1997). 128(1). 

97-108 

CODEN: PLSCE4; ISSN : 0168-9452 

Elsevier 

Journal 

English 

occurs as an endophyte in European yew (Taxus baccata) . It 



produces a series of peptide ant i fungal -anticancer agents known as the 
leucinostat ina . Leucinostat in A is especially active against the oonycetous 
pathogenic fungus Pythium ultimum with an effective 1 day SO* inhibitory 
concentration of <1 \mo\ . Leuci nostat in A also possesses activity against 
certain human cancer cell lines, for instance, its icso value is 2.3 nM 
for breast cancer cell line DT-20 contrasted with 64 0 nM for a normal 
mammary cell line. Leucinostatin a can be effectively prepared radiolabeled 
via the administration of (14C) leucine or [ 14CI pyruvate to standing 
cultures of Acremonium sp. The data point to a biol . role of antifungal 
agents being produced by endophytic fungi as a means to allow for their 
survival. Also, since antifungal agents such as taxol and leucinostat in A 
are produced by some endophytic rungi, oomycetes such as P. ultimum may 
serve as initial screening tools for anticancer agents. 
76600-38-9P, Leucinostatin A 

RL: bac [Biological activity or et fectot , except adverse); BOC (Biological 
occurrencel . bpn (Biosynthetic preparation)/ BSU (Biological study, 
unclassified); mfm (Metabolic format ion) .• PUR (Purification or recovery*; 
THU (Therapeutic use); BIOL (Biological study); FORM (Formation, 
nonpreparative) , occu (Occurrence); PREP (Preparation); USES (Uses) 

( leucinostat in A producing endophyte of European yew: Acremonium) 
76600-38-9 CAPLUS 

Leucinostat in A I9CI) <CA INDEX NAME) 
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JP 09221497 A 19970826 JP 1996-25449 19960213 

PRIORITY APPLN. INFO. i JP 1996-25449 19960213 

AB Methylprol ine-containing depsipentapept idea with N-terminal fatty acids are 
manufactured by culturing spirosphaera sp. Also claimed are drug compns. 
containing the peptides or their salts, calpain inhibitors containing the 

peptide 

derivs. their salts, and pure cultures of S. floriformis 10225. The 
peptide derivs. inhibit calpain and ate useful for treatment of ischemic 
diseases, e.g. acute nephrotic infarction, myocardial infarction, and 
cerebral infarction. Thus, S. floriformis was cultured in a medium containing 
modified starch, chicken meat bone meal, wheat bran, and salts at 
25* under aeration for 5 days to give the depsipentapept ide oleic 
and linoleic derivs. ICSO values of the oleic derivative WF1022SA and 
linoleic derivative WF10225B against swine calpain I were 0.78 and 0.82 
ng/mL. reap. 

IT 195831-11-9P, WF 10225B 1 9 583 1 - 1 2 - 0 P . WF 10225A 

RL: BAC (Biological activity or effector, except adverse); BMF 
(Bioindustrial manufacture); BPN (Biosynthetic preparation); BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(manufacture of methylprol ine derivs as calpain inhibitors with 
Spirosphaera) 
RN 19S831-11-9 CAPLUS 

CN L-Aspartamide, N- ( <9Z) - 1 - oxo- 9-octadeceny 1 J - L- threonyl -4 -methyl -L-prolyl -L- 
valyl-Nl-l(lS)-! -methyl - 2 -oxoet hy 1 ] - (9CI) (ca INDEX NAME) 



Absolute stereochemistry. Rotation 
Double bond geometry as shown. 
Currently available stereo shown. 



• ) . 



— CH2 " NMe 2 
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Methylprol ine derivatives as calpain inhibitors, its 
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RN 195831-12-0 CAPLUS 

CN L-Aspartamide. N- [ I9Z, 12Z) - 1 -oxo- 9. 12 -octadecadienyl ] -L-threonyl-4-methyl- 
L -prolyl - L- val yl-Nl-[(lS)-l -met hy I - 2 -oxoethyl J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
Double bond geometry as shown. 
Currently available stereo shown. 



Absolute stereochemistry. 
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Proctolin, a natural insect neuropeptide 
Konopinska, Danuta 
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Wiadomosci Chemiczne (1997), 51(3-4), 145-16 

CODEN : WICHAP; ISSN: 0043-5104 
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Journal 
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the literature data on the synthetic, biol . 



and 



conformational studies on insect neuropeptide proctolin 
(Arg Ty r - Leu - Pro-Thr > ^nd its analogs are summarized. The paper covers 
proctolin and its 80 analogs modified in positions 1-5, cycl oana logue as 
well ay analogs with the truncated or elongated peptide chain. The 
presented peptideti were bioassayed by different methods, e.g. by studies 
ot myouopic activities in several insect species in vitro and by behavior 
in tats in vivo. Basing on these data structure-activity relation is 
discussed . 

1583S6-69-1 158396-70-4 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- prp (Properties); biol (Biological study) 

(proctolin insect neuropeptide analog biol. and conformational studies 

and myotropic activity) 
158390-69-1 CAPLUS 

L-Thieonine . N- [1- [N- (N-L-aiginyl -L-tyrosyl) -L-leucyl] -trans - 4 - hydroxy- L- 

prolyll (9CI) (CA INDEX NAME) 



O i-Bu 

4- *° 



(CH2) 3 S " V 



, I R 

•/ h r 



RN 15B396-70-4 CAPLUS 

CN L-Threonine, N- ll- IN- (N-L-arginyl -L-tyrosyl) -L-leucyl] -trans-4-methoxy-L- 
prolyl)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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Jpn. Kokai Tokkyo Koho. 18 pp. 
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Patent 
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KIND DATE 
A 19970708 



APPLICATION NO. 
JP 1995-350764 



PRIORITY APPLN. INFO.: JP 1995-350764 19951226 

OTHER SOURCE IS) : MAR PAT 1 27:176721 

AB The polypeptide KR1>6596 ot formula H-Thr-Thr- (3 -HO- Pro) - (3 -HO-Gln) -Gly- 

Thr -On> ( A) • OCH I (CH2 ) 1 2 Me 1 CH2C0-Thr-Ala-Tyv -OH (I; A ■ aliphatic, aromatic, 
hetei ocycl i c. or alicyclic acyll, which is useful as an intermediate for 
drugr, oi agiochems., is prepared Thus, cyclopeptide FR901469 of formula 
cyclotThr-Thr- (3-HO-Pro) - (3-HO-Gln) -Gly-Thr-Orn (A) -OCH I (CH2) 12Me 1 CH2CO-Thr- 
Ala Tyi Val-Hyp).HCl (n,- A =. hi was protected by Boc using di-tert-Bu 
dicarbonate in the presence of Et3N in aqueous dioxane to give II (A - Boc). 
which underwent ring-cleavage in the presence of proline specific 
endo peptidase in 0.2 M phosphate buffer at 30» for 115 h to give 
H-Thr Thr- (3-HO-Pro) - (3-HO-oin) -Gly-Thr -Orn (Boc > -OCHt (CH2) i2Me] CH2CO-Thr - 
Ala-Tyi -Val -Hyp-OH . The later compound was further treated with carboxy 
peptidase Y in 50 mM phosphate buffer at 25° for 15 h to give the 
title compound I (A » Boc) . 

IT 194033 -07-3P 194033-09-5P 

RL: KCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of polypeptide FR176596 from cyclopeptide FR901469) 

RN 194 03 3 07-3 CAPLUS 

CN L-Tyrosine, N- ( (3R) -1 -oxo-3- | (N- [ (phenylmethoxy ) carbonyl ] -L-valyl- (4R) -4- 
hydroxy- L- prolyl - L- threony I - 1, - threonyl - 3 - hydroxy- L- prolyl - 3 - hydroxy- L- 
glutami nylgiycyl -L-threonyl -Nb- 1(1, 1 -dimethylethoxy) carbonyl ) -L- 
ornithy! | oxy I hexadecy 1 ] L- threony 1 - L-al anyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tyrosine. N- [ ( 3R> - 1 -oxo- 3 - ( [L-valyl- (4R) -4 - hydroxy -L- prolyl -L-threonyl-L- 
threonyl -3 - hydroxy- L-prolyl - 3 - hydroxy- L-glutaminylglycyl - L- threonyl -N5- 
1(1,1 -dimethylethoxy) carbonyl J - L- orn i thy 1 1 oxy ) hexadecy H - L- threonyl • L- 
alanyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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5 n 




RN 195382-56-0 CAPLUS 

CN Leucinostatin A, 2 - 1 < 2S, 4S , 6S> -2 -amino- 6- ( P-D-glucopyranosyloxy) -4 - 
methyl - B - oxodecanoi c acid] -3 - I (3R) - 3- ( P-D-glucopyranosyloxy) -L- 
leucinej- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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by an endophytic fungus of European yew, may protect 
the host ! rom leucinostatin toxicity 
St robe 1, Gary A.,- Hess, w. m. 
Department of Plant Pathology, Montana State 
University. Bozeman, MT, 59717, USA 
Chemistry t Biology (199 7), 4(7), 529-536 
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Yew species (Taxus spp.) throughout the world are hosts to hundreds, or 
perhaps thousands, of endophytic organisms. Most commonly, these 
organisms are fungi, living in n commensal or a symbiotic relationship 
with their host plant, so the plants exhibit little or no outward evidence 
that they are supporting these microorganisms. Little is known about any 
of the biochem. mechanisms that mediate the interactions between the yew 
host .md its associated microbes. Such information may not only contribute 
to the understanding ot endophyte-tree biol . , but also may provide novel 
pharmaceutical leads, because some of the compds. produced by these 
endophyies have demonstrated Pharmacol, activities. Acremonium sp. was 
isolated as an endophytic tungus of the European yew, Taxus baccata. 
Entry or Acremonium ap. into the plant may proceed via invasion of natural 
openings such as stomata. The relationship between Acremonium sp. and T. 
baccata may be a Bymbiotic one, because no symptoms are seen when Taxus 
media p. v. Hicksii is inoculated with this fungus. In culture, the fungus 
makes leucinostatin A, a peptide with phytotoxic, anticancer and 
antifungal properties. Although this peptide causes necrotic symptoms in 
many non-host plants and other cell types, it causes no visible symptoms 
in the host plant. T, baccata and several other plants have a 
UDP-glucose : leucinostat in A glucosyl transferase that catalyzes the production 
of leucinostatin A (i di -O-gl ucoside from leucinostatin A. This 
glucoside, also made by the fungus, has a lower bioactivity against 
plants, fungi and a breast cancer cell line, BT-20, than leucinostatin A. 
Leucinostatin A may be one of several potentially toxic peptides produced 
by Acremonium sp. that contribute to the defense of the host, thereby 
preserving the fungus' own biol. niche. The host plant is relatively 
immune to leucinostatin A because it has an enzyme which transfers two 
glucosyl residues to leucinostatin A, markedly reducing the peptide's 
bioactivity Results suggest that glucosyl at ion reactions may play a more 
general role in plant defenses, especially against toxin-mediated disease 
development 

195382 56-0, Leucinostatin A p- di -0-glucos ide 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); MFM (Metabolic formation); BIOL (Biological study) ; 
FORM (Formation, nonpieparat i ve) 

(tjiucosyla; ion ot leucinostatin A produced by endophytic fungus ot 
Eiuopean yew and host protection from leucinostatin toxicity) 
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76600-38-9, Leucinostatin A 

RL: BPK (Biological process),- BSU (Biological study, unclassified); BI 

(Biological study); PR0C (Process) 

(glucosylation ot leucinostatin A produced by endophytic fungus of 
European yew and host protection from leucinostatin toxicity) 
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Leucinostatin A (9CI) (CA INDEX NAME) 
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<CH 2 ) q -Ri I 




\ ^C0 2 H 



The present invention relates to novel classes of compds . I |xi . CH, N; q 
• 0. i; J p independently H. OH. F; m » 0-2; T > Ar3, OH, CF3, COC02H, 
C02M. COCH20H, CONHOH , S02NUR, S03H, P(OMOH)NH2. CONHCN, OS03H. 
C0NHSO2R16, P03H2, P (0) (OH) OR 1 6 , P(OMOH>R16, OP03H2. OP (O) (OH > OR 1 6 , 
OP(OHOH)R16, NHP03H2, NHP (0 > (OH ) 0R1 6 , NHP (0) (OH) R16 , COCH : C (OH) C02H , 5- 
o> 6 inembered heterocyclic ring; R16 = Cl-6 nlkyl,- Ri = optionally 
substituted fragment 0; X2 = O, CH2, NH. S. S (O) , S02 ; X5 - CH. N; n « 
0-1, d ■= 0-2, ouch that n . rt • d « 2 ,- R3 . CN. CH:CHR9, CH:NOR9, 
(CHS) 5 3T1R9, CJ2R9. COR 1 3 , COCONR5R10; each R4 « H, Arl, R9, T1R9, 
(CHI! I • 3T1R9 ,- each Tl » CH:CH. O, S. S(O), S02 , NR10, NR10CO, CO, 02C, 
C02. CONR10, 02CNR10, NR 1 OCONR 1 0 , SO2NR10, NR10SO2, NR10SO2NR 10 ,■ R5 « H, 
Arl. COArl, S02Arl, R9. C0NR9, C02R9, S02R9. CONArlRlO. S02NArlR10, 
C0NK9R10. SO2NR9R10,- R5 . At l, S02Arl. C0R9. CONArlRlO. SO2NArlR10, 
conR^RIO, SO2NR9R10.- R9 . optionally substituted, straight or branched 
Cl-6 alkyl; RIO =. H. Cl-6 straight or branched alkyl, R13 . H, Arl. Ar2. 
R9, TIR5J, (CH2 ) 1 -3T1R9; Arl = aryl, cycloalkyl, or heterocyclyl group 
containing 1-3 rings and 3-15 ring atoms,- Ar2 = optionally benzo- fused 
S-membured heterocyclyl,- Ar3 » optionally substituted Ph or 5-membered 
heterocyclic ring] which are inhibitors of interleukin- 1 F converting 
enzyme. The ICE inhibitors of this invention are characterized by 
specific structural and physicochem. features. This invention also 
relates to pharmaceutical compns. comprising these compds. The compds. 
and pharmaceutical compns. of this invention are particularly well suited 
for inhibiting ice activity and consequently, may be advantageously used 
as agents against i nter leuk i n - 1 mediated diseases, including inflammatory 
disuses, autoimmune diseases and neurodegenerative diseases. This 
invention also relates to methods for inhibiting ICE activity and methods 
for treating interleukin- 1 mediated diseases using the compds. and compns. 
of tn»& invention. Thus, cyclocondensat ion of Et 2 -aminopyrrol idine- 5- 
carboxylate with 4 -ethoxymethyl ene- 2 -phenyl - 2 -oxazol idi n - 2 -one gave 32% 
pyrrol opyrimidine tl. Saponification of II, followed by coupling with cert-l 
ns> <»iiiino-4 -oxobutanoate semicarbazone, diastereomer separation, and 
deprottrction, gave ICE inhibitors III. IU and related compds. inhibited 
ICE with Ki * O.oii to 35 mm in a uv-visible assay and IC50 - 0.50 to 
.»3 5> j»M in a cell assay. 

17520B-91-0P 17520B-92-1P 175208-93-2P 

RL: HAC [Biological activity or effector, except adverse); BSU [Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
Blot. (Biological study); prep (Preparation); uses (Uses) 

(preparation of heterocyclyl aspartaldehyde peptide derivB. as 

interleukin- 1 H converting enzyme inhibitors) 
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cn L-Prol inamide, N- acetyl - L- tyrosyl • L- valyl -N- I (IS) -2-carboxy- 1- forraylethyl J - 
4-phenoxy-, (4R)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prolinamide, N-acetyl-L- tyrosyl -L-valyl-N- I ( IS) - 2 - carboxy- J - forraylethyl J - 

4 -hydroxy-, <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Prolinamide, N- acetyl - L- tyrosyl - L- valyl -N- | (IS) -2- carboxy- 1-forraylethyl) - 
4- (phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PREP (Preparation); RACT 
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RL: RCT (Reactant); SPN (Synthetic preparation); 
(Reactant or reagent) 

(preparation of heterocyclyl aspartaldehyde peptide derivs. as 

interleukin- 1 |< converting enzyme inhibitors) 
175210-03-4 CAPLUS 

L- Pro 1 inamide, N- acetyl - L- tyrosyl L-valyl-N- I I IS) - 1 - 

[ [ (aminocarbonyl ) hydrazonol methyl 1-3-11,1 -dimethylethoxy > - 3 -oxopropyll -»- 
[phenylmethoxy) - , !4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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AB Two types of novel cyclic peptides, nodulapeptins A and B, and linear 

peptides, spumigins A-c. were isolated together with nodularin from toxic 
Nodularia spumigena AVI. Their structures were determined by 2D-NMR 
techniques, the advanced Mai ley's method, and MS /MS expts . 

IT 184682 iB-Of, Spumigin A 184 682-39- IP , Spumigin Bl 
184682 40-4P. Spumigin B2 

RL; BOC (Biological occurrence),- BSU (Biological study, unclassified); PRP 
(Properties); PUR (Purification or recovery); BIOL (Biological study) t 
OCCU (occurrence) ; PREP (Preparation) 

(novel peptides from toxic Nodularia spumigena) 
RN 1B4 68 2 3 8-0 CAPLUS 

CN 2- Pyrrol idinecarboxamide, N- |4 - I (aminoiminomethy 1 ) amino) - 1 - 

(hydroxymethyl) butyl ) - 1- | (2R> -2 ■ 1 1 ( 2R) - 2 -hydroxy- 3 - (4 - hydroxyphenyl ) -1- 
oxopropyl 1 aminol -4 - (4 - hydroxyphenyl > - 1-oxobutyl 1 -4 -methyl - , (2S, 4S) - (9CI I 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Arginine, <aR) - n. 4 - di hydroxybenzenepropanoyl - ( «R) - 

u-amino-4 - hydroxybenzenebutanoy 1 - (4S) -4 -methyl - L-prolyl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 184682-40-4 CAPLUS 

CN D-Arginine, (nR) • n . 4 -di hydroxybenzenepropanoyl -( <*r) - 

<i-amino-4 -hydroxyhenzenebutanoyl - (4S) - 4 methyl - L-prolyl • (SCI ) <CA 
INDEX NAME) 



Absolute stereochemistry. 
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Patent 
English 



izyme 

nia , Guy w . i 
,■ Oolec, 

Livingston, 



Matharu. Saroop S . ,• Mullican, Michael 
Mark A..- Murdoch, Robert; Nyce, Philip L. ,- 
L. c. . et al . 



619 A2 19970626 

619 A3 19971016 

AL, AM. AT, AU, AZ, BA. BB. 

DK. EE, ES, FI, GB. GE. HU, 

LK, LR, LS. LT. LU. LV. MD, 

RO, RU, SD, SB, SO, SI. SK , 



APPLICATION NO. 



WO 1996-US20843 



19961220 



MR, 
US 600S217 
US 6674424 

US s 4b see 3 
US 6204261 
CA 223*904 
AU 971S222 
AU 1J50T5 
EP 869467 



SD, S2, UG, AT, 

MC, NL, PT, SE, ; 

TD, TO 

A 19991228 

A 19990223 

A 1*991116 

Bl 20010320 

Al 19970626 

A 19970714 

B2 20010628 

A2 199B1014 

DE, DK, ES, FR, ( 



BG, BR, BY. CA, CH, 

IL, IS. JP, RE, KG, 

MG , MK, MN, MW, MX, 

TJ. TM, TR, TT, UA, 

BE. CH. DE, DK, ES, 

BP, BJ, CF. CG, CI, 

US 1995-575641 

US 1996-S9B332 

US 1996-712878 

US 1996-761483 

CA 1996-2239904 

AU 1997-1S222 



CN, CU, CZ, DE. 

KP, KR, KZ, LC, 

NO, NZ, PL, PT. 

UG, UZ. VN 

FI, PR. GB, OR. 

CM. GA, GN. ML, 

19951220 
19960208 
19960912 
19961206 
19961220 
19961220 

19961220 
NL, SE, MC, PT. 



BR 96122S8 

NZ 326610 

JP 2002507961 

TW 54 13 OS 

RU 2249S98 

PL 190736 

NO 9802597 

AU 756253 
PRIORITY APPLN. INF 



OTHER SOURCE (SI : 



19990713 
20O00S2S 
20020312 
20030711 
200S04 10 
20051230 
19980812 
20030109 



BR 1996-122SB 

NZ 1996-326610 

JP 1997-523098 

TW 1996-85115799 

RU 1998-113931 

PL 1996-328527 

NO 1998-2597 

AU 2001-76122 

US 1995-575641 

US 1996-S98332 

US 1996-712B7B 

US 1996-3149SP 

US 1996-761483 

AU 1997-15222 

WO 1996-US20843 



19961220 
19961220 
19961220 
19961220 
19961220 
19961220 
19980605 
20010928 
A 19951220 
A 19960208 
A 19960912 
t» 19961126 
A 19961206 
A3 19961220 
W 19961220 



MARPAT 127:122000 

AB Compds. R<CH2)nCH(NHRl) (CR22)mR3 IR • NC. R4CH:CH, R40N:CH. R4CR22. etc. 

where R2 is independently selected from H, OH. F and R4 is fun) substituted 
alky],- Ri . R5NHCHR6CONR7CHR8C0. where CHR6CONR7 is a 2-oxoazepine ring 
substituted by benzo, pyrido, thieno, or related rings at the 6, 7 -posit ion 
and optionally may have O. NK, S, SO. or S02 at the 5-position. R5 and R8 
are H, cyclic group, etc.,- R3 = OH, cococo2H. C02H, or any bioisosteric 
replacement for CD2H,- m - 0, I. 2i n » a, 1] were prepared as inhibitors of 
interleukin-i \\ converting enzyme Thua. [ is , 9S (2RS . 3S> | - 9- 
benzoylamino-6 , 10-dioxo- 1.2,3,4,7,8,9. 1 0 • octahydro-N- (2 - benzyloxy-S- 
oxotetrahydrofuran-3-yli - 6H • pyr idazi no t 1 , 2 -a) 1 1 , 2 ) diazepine- 1-carboxamide 
was prepared and shown to have 1CS0 values of 900 and 600 nM, reap.. In the 
peripheral blood mononuclear cell (PBMO and whole human blood assays. 

IT 192753-26-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation)/ RACT 
(Reactant or reagent) 

(inhibitors ol interleukin- 1 P converting enzyme) 
RN 192753-26-7 CAPLUS 

CN L-Prol inamide, N-acetyl - L- tyrosy 1 - L- va 1 y 1 -N- ll - 

[ ( (aminocarbonyl) hydra zono) met hyl I -3-11.1 -dimethylethoxy) - 3 -oxopropyl) -«- 
(phenylmethoxy) - , (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



0 i -Pr 

1 1 



s/ 

\ R_y 



IT 192753-27-8P 

RL: spn (Synthetic preparation); PREP (Preparation) 
(inhibitors of interleukin- l h converting enzyme) 
RN 192753-27-8 CAPLUS 

CN L-Prol inamide, N- acetyl- L- tyros yl -L-valyl-N- (2 - carboxy- 1- fonnylethyl ) -4 - 
(phenylmethoxy)-. (4R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O i - pr 
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1997:473732 CAPLUS 
127 : 81793 

Preparation of hydroxyethylamine core structures as 

HIV and KIV protease inhibitors 

Wong, Chi-Huey; Slee, Deborah H . ,- Laalo, Karen 

Scripps Research Institute, USA.- wong. Chi-Huey; Sle 

Deborah H . ,- Laslo, Karen 

PCT Int . Appl . , 202 pp. 

CODEN PIXXD2 

Patent 

Eng 1 i ah 



PATENT NO. 



WO 9 121 500 



KIND DATE 



APPLICATION NO. 



DK, EE, ES. 

LK, LR, LS, 

RO. RU, SD, 

AM. AZ, BY, 

RW- KE. LS, MW, 

IE. IT. LU, 

MR. NE. SN. 

CA 223o337 

AU 97 12844 

AU 7j«37J 

EP 873519 

R AT, BE. CH. 

IE, SI, LT. 

JP 2000S02332 

US 6*00238 

PRIORITY APPLN . INFO. I 

OTHER SOURCE (5): 



Al 

AU. AZ. 

FI, GB. 

LT. LU, 

SE, SG, 

KG. KZ. 

SD. SZ. 

MC. NL. 

TD, TO 



19970612 WO 1996-US19571 



BA, BB, BG, BR, 

«E. HU. IL, IS, 

LV. MD, MG, MK. 

SI, SK, TJ, TM, 

MD, RU, TJ, TM 

UG, AT, BE, CH, 



DATE 

19961209 
CN, CU, CZ, DE, 
KP, KR, KZ, LC, 
MN , MW , MX , NO , NZ , PL. PT . 
TR, TT, UA, UG, US, UZ, VN, 



BY, CA, CH, 
JP, KE, KG, 



Al 



19970612 
19970627 
20010111 
19981028 

, ES , FR . 

. RO 



MARPAT 127 3 3793 



JP 1997-521485 
US 1998-77712 



FI, FR, OB, GR, 
CM, OA, ON, ML. 



19961209 
19961209 
A2 19951207 
W 19961209 



CH 2 Ph 



CH 2 Ph 

CbzN >/1 



AB Combinatorial libraries ot HIV and FIV protease inhibitors are 

characterized by (»-keto amide or hydroxyethylamine core structures I 
and II In - 1. 2 ,- R > one or more groups CONHCMe3. CH20H, CH20Me. 
CH20CH2Ph, OH, OCH2Ph, Cl-4 alkoxy, optionally nitro-substituted 2-. 3-. 
or 4 -MeOC6H4CH20, 2,3- or 3 , 4 - met hy 1 enecl i oxypheny 1 ae t hoxy , etc.* Rl » 
PhCH202C (Cbz). Me3C02C (Boc) . acyl; R2 « H. HO, PhCH2Q, Cl-4 alkoxy. 
optionally nitro-substituted 2-, 3-, or 4 -MeOC6H4CH20, 2,3- or 
3,4-methylenedioxyphenylmethoxy) flanked by on one side by substituted 
pyrrolidines, piperidines, or azasugars and on the other side by Phe. Tyr, 
or substituted tyrosines. The libraries are synthesized vis coupling of 
the nitrogen heterocycles with hydroxy acids, e.g. Ill, followed by oxidation 
to the keto amide, or a one -step coupling with epoxides, e.g. IV. Highly 
efficacious drug candidates are identified by screening the libraries for 
binding and inhibitory activity against both HIV and FIV protease. Drug 
candidates displaying clin. useful activity against both HIV and PIV 
protease are identified as being potentially resistive against a loss of 
inhibitory activity due to development of resistant strains of HIV. 

IT 191851-3B-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified), SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation).- USES (Uses) 

(preparation of hydroxyethylamine core structures as HIV and PIV protease 
inhibitors) 
RN 191851-38-4 CAPLUS 

CN L-Glutamine, (4S> -1- (1, 2 -dioxo- 4 -pheny 1 - 3 - J ( (phenylmethoxy) carbonyl ] amino) 
butyl 1 -4 - (phenylmethoxy) - L-prol yl-L-isol eucyl - , 1,1 -dime thy lethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 o 

1 ■ 



- ° 0_ NH 



.0 NH N 



191851 -67-9P 

RL: 8CT ( Reactant ) ,• SPN (Synthetic preparation); PREP (Preparation); RACT 
tReaciant or reagent) 

(preparation ot hydroxyet.hyl *mine core structures as HIV and FIV protease 

i nn t bi tors) 
191851-67 -9 CAPLUS 

L-Clutotiune. (4S) -1- ['(2S.3S) - 2 - hydroxy- 1 - oxo- 4 - phenyl -3 - 

I | (phenyl me t.hoxy> carbonyl ) ami no] butyl) -4- (pheny lmethoxy) - L- prolyl - L- 

isoleucyl-, 1 , l -dimethylethyl ester {9CI> (ca INDEX NAME) 



Absolute stereochemistry. 



J.-JL 

t-BuO - N 



WO 9718826 



KIND DATE 

Al 19970529 

A U , AZ. BA, GU, BO, 

IS. JP. KQ , KP, KR, 

MX, NO, NZ, PL. RO, 



KE, LS. MH, SD, SZ, UQ , AT, 



APPLICATION NO. 
HO 1996-US18544 



DATE 



19961122 

BY. CA. CN. CU, CZ, BE, PI, OE, 
LC, LK. LR. LS, LT, LV, MD. MO, 
SO, SI, SK. TJ, TM. TR. TT, UA, 



IE, 
MR, 
CA 2238610 
AU 9677394 
AU 7204 67 
EP 862448 

R : AT, 



CH, 

,, PT, SE, BF, BJ, 

19970529 
1997061 1 
20000601 
19980909 



DE. OK. 

CF, CO. 



BS. FI. PR, GB, 
CI, CM. OA. ON. 



BR 9611565 
JP 2001520639 
HU 2001004431 
NO 9802310 
PRIORITY APPLN. INFO. 



SOURCE IS) ; 



HE. CH, DE, DK, ES , 



19991228 
20011030 
2002032B 
19980722 



MAR PAT 127:92608 



EP 1996-940S3S 
1. GR, IT, LI. NL, SE, 
BR 1996-11565 
JP 1997-519847 
HU 2001-4431 
NO 1998-2310 
US 1995-562346 i 
US 1996-649811 I 
US 1996-690921 I 
US 1996-752852 I 
US 1996-752853 i 
HO 1996-US18544 » 



19961122 
T. IB. PI 
19961122 
19961122 
19961122 
19980520 
19951122 
19960517 
19960801 
19961121 
19961131 
19961122 



AB Broad-spectrum antimicrobial peptides related to naturally occurring 

protegrin peptides are prepared which are useful in treatment or prevention 
of infections in plants and animals. The peptides are effective against 
gram-pos. and gram-neg. bacteria, yeasts, fungi, protozoa, and sone 
viruses, and are also useful as disinfectants and preservatives. 
Expression systems for in vivo production of these peptides in plants and 
animals are also provided. Thus, the protegrin PO-1 gene was amplified by 
PCR from pig leukocyte genomic DNA, sequenced, and cloned. Peptide 
congenera were prepared by the solid-phase method. 

IT 191735-28-tP 191735-35-OP 191739-16-9P 
191739-30-7P 

RL: AC5R (Agricultural use),- bac (Biological activity or effector, except 
adverse); BSU (Biological study, unclassified); SPN (Synthetic 
preparation), THU (Therapeutic use),- BIOL (Biological Btudy) f PREP 
(Preparation),- USES (Uses) 
(fine-tuned prot.egrins) 
RN 191735-28-1 CAPLUS 

CN L-Valine, L- pheny lalanyl - L-cystei nyl - L t.yrosy 1 - L- cysteinyl - L- lysyl- (4R) -4 - 
hydroxy-L-proly] * L- lysyl - L-phenyl a 1 any 1 -l.-cysteinyl - L- tyrosyl -L- cysteinyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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X 



J 



O (CH 2 )4 



O NH 



RN 151735 35-0 CAPLUS 

CN L-Valine, L-ornithyl-L-t rypt.ophy 1 - L-orn i thy 1 - 1.- 
tyrodyl L-cy3teiny) -L-ornithyl- (4R) -4 -hydroxy- 1, 
pheny It* 1 any 1 - L,- cysteinyl - L- va 1 yl - L- cysteinyl - 

Absolute stereochemistry. 



I eucy 1 - L- cysteinyl - L- 
prolyl -L-orn it hyl- L- 
:9CI) (CA INDEX NAME) 



H 2 N g . (CH 2 )3 



HN O O i-BU 




HS, »-Pr 



" N ^O 

.1 H 
C0 2 H O 



NH 2 

(CH2)3 '•" 



H l| | 



o 1 



RN 191739-16-9 CAPLUS 

CN L-Valinamide, L - pheny 1 a 1 any 1 - L- cysteinyl - L- tyrosyl - L- cysteinyl -L- lysyl- 
(4R) - 4 - hydroxy- L- prolyl - L- lysyl - L- pheny I alanyl - L- cysteinyl -L- tyrosyl -L- 
cysteinyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



0 <CH2>4 



O NH 



P. V .' "\R -"Vs^ /NH2 

l : S : Y i f\ 



HJN Sr . (CH 2 ) 3 



HN ' O 



nh- 
O i -Bu 



!l 



O (CH 2 )3 



i-P. g^N. 



J. 



s Pi'-i 
O ' NH 2 



RN 191739 :<0-7 CAPLUS 

CM l.-Val Inamide, L-ornithyl - L- t ryptophyl -L-ornithyl -L-leucyl -L-cysteinyl -L- 
tyi osy 1 • L-cysteinyl • L-orni thy I - (4R) - 4 - hydroxy- L-prolyl * L-orni thyl - L- 
phenylalanyl -L-cysteinyl -L-valyl -L-cysteinyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 1 



T 
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1997:432906 CAPLUS 
127; 136066 

Total synthesis ot zervamicin IIB and its 
deuterium- labeled analogs 

ogrel, Alexel; Bloemhoff, wiro; Lugtenburg, Johan; 
Raap. Jan 

Leiden Institute ot Chemistry. Leiden University. 
Leiden. 2 3 oo RA, Neth. 

Journal oi Peptide science (19971. 3(3), 193-20B 

CODEN; JPSIEI; ISSN : 107S-2617 

Wiley 

Journal 

Engl ish 



For the first lime the total synthesis of the peptaibol antibiotic 
zervamicin I IB is described. Synthesis of this peptaibol was achieved by 
the 9 t 1 uoreny J methoxycarbonyl ( Fmoc) /tert - Bu strategy in solution using a 
fragment condensation approach. Three fragments of zervamicin IIB were 
obtained by stepwise elongation with Fmoc amino acids using BOP as a 
coupling reagent. For the introduction of the highly aterically hindered 
ii-aminoisobutyr ic acid (Aib) residues BOP/DMAP activation was 
applied The Fmoc group was removed by reaction with 0.1 M NaOH in 
dioxane/methanol /water (30/9/1, volume/volume/v) . Peptide fragments were 
coupled by means of new coupling reagent CF3-PyB0P (I). Using the 
strategy developed, 2ervamicin IIB and two analogs specifically 
deuterium- labeled at different positions of Glnll were prepared in 40% 
overall yield based on the isotopically labeled amino acid and with 
9a. 7% of isotope enrichment. FAB mass spectroscopy, 600 MHz 1H-NMR 
spectroscopy and HPLC provided convincing evidence that the synthetic 
products, zervamicin IIB and its deuterium- labe led analogs, fully 
correspond to the naturally occurring zervamicin IIB. 
7939&-85-0P, Zervamicin IIB 193007-3B-4P 
193007-49-7P 

RL: SPN (Synthetic preparation); prep (Preparation) 

(total synthesis of zervamicin IIB and eleute rium- labeled analogs! 
7939S-8b-0 CAPLUS 

L- Prol inamide. N- acetyl - L-tryptophyl - L-isoleucyl -L-glutaminyl -D- isovalyl - L- 
isoleucyl -L-chreonyl - 2 -me thy 1 al anyl • L- leucyl - 2-methylalanyl - (4R> -4-hydroxy- 
L- prolyl - L-glutaminyl - 2-methylalanyl - (4R> -4 -hydroxy -L- prolyl - 2- 
met.hylrtlanyl N- [ ( IS) - 1 - (hyrtroxymethyl ) - 2 - phenylethy 11 - (CA INDEX NAME) 



CH2 CH2-C KB 2 



HO" CH 2 0 
Ph ■ CH2 ' CH NH C 



O Me O 

!l ! 

C C NH C 



CH-CH 2 -CH2 C- NH 2 



PAGE 2-A 



PAGE 1-C 



AcNH O Et- CH 
CH2 * CH C- NH CH 



C" NH-CH-C- 



Et O CH — Et 

NH~ C~ C- NH- CH- C — 



O Me 0 i-Bu O Mo O 

i. 

- CH C NH C C NH CH ' C NH C C 



RN 1930O7-38-4 CAPLUS 

CN L-Ptol inamide, N- acetyl - L- t ryptophyl - L- isoleucyl - L-glutami nyl - D- i aova lyl - L- 
isoJeucyl- L-threonyl - 2 -met hy 1 a 1 ;tnyl - L- leucyl - 2 -met hylal any 1 -MR) -4 - hydroxy - 
L- prolyl -L-y lutaminyl - 2-d- 2 - methylalanyl - <4R) - 4 - hydroxy- L- prolyl - 2- 
methylrtlflnyl-N-I<lS)-l-{hydroxymethyl)-2-phenylethyl]- (9CI) <CA INDEX 
NAME) 

Absolute stereochemistry . 



H 



Is 




- Me Me 



r- 



RN 193007-49-7 CAPLUS 

CN L- Prol inamide, N- acetyl - L-t ryptophyl - L- i soleucyl -L-g lutaminyl -D-isovalyl- L- 
isoleucyl -L-threonyl - 2 -met hy 1 a I any 1 -L- leucyl - 2-methylalanyl - HR) -4-hydroxy- 
L- prolyl - L-glutami nyl -4 , 4 -d2-2 methyl a la nyl - (4R) - 4 - hydroxy- L- prolyl -2 - 
methylalanyl -N- [ < IS > - 1 - (hydroxymethyl ) - 2 • pheny lethy 1 ] - f9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



CJ-X 



NHAc 0 
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1997 : jT2%69 CAPLUS 
127: 30675 

Kappa conotoxin peptides 

Olivera, ualdomero M. ; Cruz, Lourdes J.; Hillyard, 
David R. ,• Mcintosh, J. Michael,- Santos, Ameurfino i 
University of Utah Research Foundation, USA 
U.S.. >t pp., Cont . - in-part of U.S. 5,514,774. 
CODEN: USXXAM 

Patent 
Engl ish 



PATENT NO. 

US 5633347 
US 5432155 
US 5514 774 
CA 2420184 
CA =420184 
EP 1336617 



KIND 



DATE 



APPLICATION NO. 



US 1995-480750 

US 1993-84848 

US 1993-137800 

CA 1994-2420184 



EP 2003-75795 



EP 1*36617 
EP 1336617 

R; AT, BE, 
PRIORITY APPLN. INFO 



The in 



A 19970527 
A 19950711 
A 19960507 
Al 19950112 
C 20040921 
A2 20030820 
A3 20031210 
Bl 20041229 
CH, DE, DK, FR , GB , IT, LI. LU, NL, SE 
i US 1993-84848 

US 1993-137B00 
CA 1994-2165566 
EP 1994-920316 
on Is directed to A- lineage conotoxin peptides. 



DATE 

19950607 
19930629 
19931019 
19940627 

19940627 



A2 19930629 
A2 19931019 
A3 19940627 
A3 19940627 
which are 



conotoxin peptides that have strong homol . in the signal sequence and the 
3 • -untf anslated region ot the genes coding for these peptides to the 
sequences in the <> - conotox i ri peptides. The A-lineage conotoxin 
peptides include the u-conotoxin peptides, the >t -conotoxin - 
like peptides and the *. - conotoxin peptides, described further below. 
The conotoxin -pept ides geneinlly share a "core* sequence motif. 
This core sequence is termed t he <0/S core and is represented as 
Cys-Cys-Xaa XAa-Xaa- Cys-Xan -Xaa-Xaa-Xaa-Xaa-Cys . The 
ci-conoi.oxin like peptides generally share a core sequence termed the 
u4/7 core and is represented as Cys - Cys - Xaa -Xaa - Xaa -Xaa-Cya -Xaa - 
Xaa- Xaa-Xaa -Xaa -Xaa-Xaa-Cys . The ic-conotoxin peptides generally 
have « core sequence termed the k.7/2/1/3 core and is represented as 
Cys-Cys -Xaa Xaa -Xaa - xaa - Xaa - Xaa - Xaa -Cys -Xaa -Xaa-Cys - Xaa -Cys- Xaa -Xaa - Xaa- 
Cys. A number ot new conotoxin peptides were identified by amplification ot 
cDNA using PCR primers based on signal sequence and 3 • -untranslated 
sequence ot the n-conotoxin peptide GI . Nucleic acids from Conua 



striatus, C. magus, C. stercusmuscarum , C. ochroleucus. C, sulcatus, C. 
bandanus, and C. caracteristicus were analyzed. Synthesis and biol . 
activity of some of the peptides was carried out. n- Conotoxin Mil 
isolated from C. magus was found to be a nicotinic acetylcholine receptor 
antagonist, but it targeted the u3p2 subtype of receptor. 

IT 190506-89-9 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence), bsu (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study),- OCCU (Occurrence) 

(conotoxin U011; kappa -conotox in peptides) 
RN 190506-89-9 CAPLUS 

CN Glycine, glycyl - L- cysteinyl - L-cyst einyl g 1 ycyl - <4R) - 4 - hydroxy- L-prolyl -L- 
tyrosyl - (4R) -4 -hydroxy -L-prolyl -L-aspa rag i nyl • L-alanyl -L-alanyl-L- 
cysteinyl - L-hi3t i dyl - <4R) -4 - hydroxy- L- pi olyl -L- cyst einylglycyl-L-cystei nyl - 
L- lysyl -L-valylglycyl -L-arginyl - MR) -4 - hydroxy- L-prolyl - MR) -4 -hydroxy- L- 
prolyl -L-t yrosyl - L-cyst einyl -L- n -aspat ty 1 - L-arg i nyl - MR) -4 -hydroxy- L- 
prolyl-L-serylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: Selective peptidic and pept idomimetic inhibitors of 

Candida albicans myristoylCoA:protein 
N-myristoyltransf erase : a new approach to antifungal 
therapy 

author (S) : dikorski. James A . ; Devadas. Salekudru,- Zupec, Mark 

E . ; Freeman, Sandra; Brown, David L. ,- Lu , Hwang-Pun; 
Nagarajan, srinivaaan; Mehta, Pramod P.; wade, Arlene 
C; Ki shore. Hand in i S . .• Bryant. Martin L. ; Getman. 
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MyristoylCoA: protein N-myristoyltransterase <NMT> catalyzes the 
cotranslational covalent attachment ot a rare cellular fatty acid, 
myristate, to the N- terminal Gly residue of a variety of eukaryotic 
proteins. The myriatoyl moiety is often essential for expression of the 
biol. functions for these proteins. Attachment of Ci4 : o alone provides 
barely enough hydrophobicity to allow stable association with membranes, 
partitioning of N-myristoyl -proteins is theretore often modulated by 
"switches" that function through addnl . covalent or noncovalent 
modifications. Candida albicans, the principal cause of systemic fungal 
infection in immunocompromi sed humans, contains a single NMT gene that is 
essential for its viability. The functional properties of the acylCoA 
binding site of human and c. albicans NMR are very similar. However, 
there are distinct differences in their peptide binding sites. An ADP 
ribosylation factor (Arf) is included among the few cellular protein 
substrates of the fungal enzyme. Alanine scanning mutagenesis of an 
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octapeptide derived from an N-terminal Arf sequence (GLYASKLS -NH2 1 
disclosed that Glyl, Ser5. and Lys6 play predominant roles in binding. 
ALYASK1.S-NH: is an inhibitor competitive for peptide IKi (app) • 15.3*6.4 
MM) and noncompetitive for myri stoylCoA. Remarkably, replacement of 
the N- terminal tetrapeptide with an ll-aminoundecanoyl group results in a 
competitive inhibitor ( 1 1 -ami noundecanoyl -SKLS-NH2 ) that is apprx. 
40-fold more potent (Ki (app) - 0.40 nM) than the starting octapeptide. 
Removal ol ku-Ser from the C-terminu3 generates a competitive dipeptide 
inhibitor 111- ami noundecanoyl - SK • NH2 ) with a Ki (app) of 11.7 uM, equivalent 
to that o« the starting octapeptide. A derivative dipeptide inhibitor 
containing 

a C- terminal N-cyclohexylet hyl lysinaraide moiety has the advantage ot 
being more potent (IC50 • 0.11 uM) and resistant to digestion by 
cellular carboxypept idases . Rigidifying the flexible aminoundecanoyl 
chain results in very potent general NMT inhibitors (IC50 » 40-50 nM) . 
Substituting a 2 -met hy 1 - i m i da zol e for the N-terminal amine and adding a 
benzyl ic <» Me group with R stereochem. to the rigidifying element 
produces even more potent inhibitors (CI50 » 20-50 nM) that are up to 
500 told selective lor the lungal compared to human enzyme. A related 
less potent member ot this series ot compds . is fungistatic. Its growth 
inhibitory effects are associated with a reduction in cellular protein 
N-myristoylation, judged using cellular Arf as a reporter. These studies 
establish that NMT is a new antifungal target. 
IT 190732 44-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified).- BIO!, (Biological study) 

(structure activity relations of inhibitors of Candida albicans 
myr istoyl CoA: protein N-myristoylcransferase and antifungal therapy) 
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AB Candida albicans produces a single myr istoyl -CoA: protein 

N-myristoyltransferase (Nmt) that is essential for its viability. An 
ADP-ribosylation factor (Arf) is included among the few cellular protein 
substrates ot this enzyme. An octapeptide (GLYASKLS -NH2) derived from a 
N-terminal Arf sequence was used as the starting point to identify 
elements critical for recognition by the acyl - transferase '8 peptide -binding 
site. In vitro kinetic studies, employing purified Nat and a panel of 
peptides with single Ala substitutions at each position of GLYASKLS -NH2 , 
established that its Gly. Ser, and Lys residues play predominant roles in 
binding. ALYASKLS - NH2 was found to be an inhibitor competitive for 
peptide (Ki = 15.3 j 6.4 mM) and noncompetitive for myr istoyl -COA 
(Ki -31.2 t 0.7 mm) . A survey of 26 derivs. ot this inhibitor, 
representing (i) a complete alanine scan, (ii) progressive C- terminal 
truncations, and (iii) manipulation ot the phys . -chemical properties of its 
residues 1. 5. and 6. confirmed the important stereochem. requirements for 
the N-terminal amine, the fl- hydroxy 1 of Ser, and the t:- amino 
group of Lys. Remarkably, replacement of the N-terminal tetrapeptide of 
ALYASKLS - NH 2 with an 1 1 -aminoundecanoyl group produced a competitive 
inhibitor, 11 -aminoundecanoyl -SKLS-NH2, that was 38- fold more potent (Ki » 
0.40 t 0.03 mm) than the starting octapeptide.. Removing the primary 
amine ( undecanoy 1 - skls - NH2 ) , or replacing it with a Me group 
(dodecanoyl-SKLS-NH2) , resulted in 26- and 34-[old increases in IC50, 
confirming the important contribution ot the amine to recognition. 
Removal of Leu-Ser from the C terminus < 11 -aminoundecanoyl -SK-NH2) yielded 
a competitive dipeptide inhibitor with a Ki (11.7 t o.4 uM> equivalent 
to that of the starting octapeptide, ALYASKLS-NH2 . Substitution of Ser 
with homoserine, ci a -4 - hydroxyprol ine, or tyrosine reduces potency by 
3 -70- fold, emphasizing the requirement for proper presentation of the 
hydroxyl group in the dipeptide inhibitor. Substituting D- for L- Lys 
decreases its inhibitory activity >ioo-fold, while deletion of the 
i:-amino group (Nle) or masking its charge (k-N- 

acetyllysine) produces 4-7-fold attenuations. L-His. but not its 
D- isomer, can fully substitute for L-Lys, producing a competitive 
dipeptide inhibitor with similar potency (Ki ■ 11.9 $ 1.0 uM) . 
ll-Aminoundecanoyl-SK-NH2 and 1 1 -ami noundecanoyl -SH- NH2 establish that a 
simple alkyl backbone can maintain an appropriate distance between three 
elements critical for recognition by the fungal enzyme's pept ide- binding 
site: a simple m-terminal amino group, a p-hydroxyl, and an 
r.-amino group or an imidazole. These compds. contain one peptide 
bond and two chiral centers, suggesting that it may be feasible to 
incorporate these elements ot recognition, or functionally equivalent mimics, 
into a fully de - pept i d i zed Nmt inhibitor-. 
IT 190732-44-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 
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recognition by Candida albicans myr istoyl -CoA: protein 
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to increase the probability of finding novel peptides 



resin bound combinatorial libraries displaying affinity to various 
macrowol . targets, we increased the diversity of a solid-phase library 
considerably by synthesizing multiple structures on each bead <a 
mot i ! - 1 i brary. including 45 building blocks). The building blocks consist 
ot l.-nfl, D-aa and eight hydrophobic non-proteinogeni c a-amino acids. 
A library with the format O-ZC- l-O-Z0-l-O-XX-resin was synthesized giving 
the lour mot its OOOXX, ozooxx , ooZOXX, 020ZOXX corresponding to 364,500 
different motifs (453 ♦ 4 theor . combinations). The positions 0 are 
defined amino acids while 7. represents three mixts. n, 0, <J>, 
where n is a mixture of polar and charged residues. « is a mixture of 
aliphatic residues and 4> is a mixture of aromatic residues. X represents a 
mixture of all 45 residues. The library was screened with the macromol . 
target st reptavidin which served as a model receptor. Binding peptides 
were sequenced by mi crosequenci ng . We included small amts. of norvaline 
and nor leucine in the J ibrary, which served as index residues to be able 
to distinguish between LD-amino acids and other residues with the same 
retention time in the HPLC system. Beads that interact with the receptor 
were found and the binding motifs that appeared had no homol . to known 
binding motifs found in either L-aa or D-aa libraries, instead motifs with 
the non-proteinogenic residues L- phenylglycine . O- benzyl - L-hydroxyprol i ne 
and Obenzyl L-tyrosine dominated. The novel peptides inhibit binding of 
biotin to streptavidin but do not bind to avidin. and the affinity is 
higher than the peptides found in linear all L-aa peptide libraries. 
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, designated clonostachin, was isolated from cultures of 
F5898 by HP- 20 and silica gel column chroma togs, and 
reverse-phase HPLC The structure of clonostachin was determined by Bdman < 
chemical degrdns., pos . ion FAB-MS, El MS. and NMR analyses. Clonostachin 
was a linear tet radecapept ide with an N-terminal acetyl group and a 
c-terminal sugar ale. Clonostachin inhibited adp- induced aggregation of 
human platelets by BOt at 150 nM. 
IT 1B9506-07-8P . Clonostachin 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified), PRP (Properties); PUR (Purification or recovery) / 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation) , USES 
(uses) 

(clonostachin inhibits human platelet aggregation) 
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Sialyl Lewis X mimetics I 
H-L-Asp, H02CICH2) 2CO,- R - H 
Cl-6 alkyl; R3 » K-fl-Asp-Tyr 
2- (hydroxymethyl ) serine, cis 
fucopeptides are synthesized 
essential functional groups 



- 0. 01, 02. R ■ CH20H, Rll - Boc-L-Aap, 
CH20H, R2 ■ H02C ICH2) 3CO] and IX (R2 - H 

H02C(CH2)3CO-X.- x - 4 - hydroxy threonine , 
-hydroxy- D- proline) incorporating 
nd shown to mimic the configuration and 
f sialyl Lewis X in space. The fucopeptides 
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exhibit gubstant La 1 1 y the same biol . activity as sialyl Lewis X in the 
E-aelectin binding assay and can be employed tor blocking neutrophil 
inflammatory conditions. Fifteen prepared compds . I and II showed ICS0 - 
0.065 to 10 mM in a HL- 60/E-select in adhesion binding assay, with II (R2 - 
Et, P3 - H02CICH2) 3CO-Hyp) being the most active. 

178271-76-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified), SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation of sialyl Lewis X mimetics incorporating fucopeptides) 
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.i- [,-yalacLopyif.nosyl i - . 2-othy) ester {9CI> (ca index NAME) 

Absolute stereoc hernia try. 
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L-trana-I. L-cis-l, D-trano-I, II, and III (X = O) and various amts. of 
N- ( 2 - aminoet hy 1 ) glycine (IV) have been synthesized by solid-phase chemical 
Some of these new compda . show stronger binding to complementary DNA than 
the original PNAs, and are consequently very interesting candidates as 
antisense coropds . for applications in therapy and in" diagnostics. 
IT 176230-60-7P 176483-95-7P 1B9253-83-6P 
1892b3-B4-7P 1B9253-87-0P 
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Absolute stereochemistry . 
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CN L Threonine, (4R) - 1 - [ 1 , 5-di oxo- 5- (pheny lmethoxy ) pentyl) -4 - hydroxy- L- prolyl - 
O- [6 -d^oxy- 1, j . 4-1.1 is-O- (pheny tmethyl) - n- L-galactopyranosyl ) - , ethyl 
ester <9C1> (CA INDEX NAME) 
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Lys-Pro-Thr-OH . The proline part in H-Lys-Pro-Thr-OH was 
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need with various analogs of unconventional amino acids 
|<3«S.7aS> oci ahydroindole- 2-cnrboxyl ic acid (oic) . (S.S,S)-2- 
azaincyclo 13 , 3 , ojoctane- 3 -carboxylic acid (Aoc) , D-Aoc, and 
(2S.4RI hydroxyprol ine (Hyp)) with varying lipophilic, steric, and 
con format ional properties, and alternatively with Lys and Orn in the 
lysine p;»tt. Moreover, the threonine part was changed to various natural 
amino acids iSer. Thr. Val. Leu). All the compds . were screened in vivo 
tor rru'ir analgesic effects in the mouse writhing test. H-Orn - Hyp- Va 1 - OH , 
the niQsi active compound within the series, showed an ED50 value of 10 
nig/ko., which is comparable with the ED50 values exhibited by indomethacin 
(4.1 nig/kg) and the di peptide H - Lys - D- Pro- OH (6.9 mg/kg> , both used as 
reference drugs. 
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(synthesis and antinociceptive activity of peptides related to 
interleukin-l (-1193-195 Lys-Pro-Thr in relation to structure) 
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Absolute stereochemi stry . 



RN 188835-26-9 CAPLUS 

CN L-Threonine, L-ornithyl - (4R) -4 -hydroxy-L-prolyl - (9CI) (CA INDEX 1 
Absolute stereochemistry. 

NH j 

<CH2>3 s ; O CO,H 



RN 188835-38-3 CAPLUS 

CN L-Leucine. L- 1 ysyl - (4R) -4 - hydroxy- L- prolyl - I9CI) (CA INDEX I 
Absolute stereochemistry. 

NH 2 



H2N^ 



(CH 2 )4 



/ 



RN 188835-39-4 CAPLUS 

CN L-Valine, L- 1 ysyl - (4 R> - 4 -hydroxy - L prolyl - <9CI> (CA 
Absolute stereochemistry. 



N = Pr-i 



RN 1868 3 5 4 0-7 CAPLUS 

CN L-Lei:cine. L-ornir.hyl - (4R) -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
NH 2 



O C0 2 H 

N 3 Bu - 

■ H 



RN 1B8835-41-8 CAPLUS 

CN L-Valinc. t. oinithyl- (4R> -4-hydroxy-L-prolyl- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Use ol conotoxin peptides U002 and Mil for treating « 

detecting small-cell lung carcinoma 

Olivera, Baldomera M.; Cruz, Lourdes J.; Hillyard, 

David R . Mcintosh. J. Michael; Santos, Ameurfino S. 

University of Utah Research Foundation, USA 

PCT Int . Appl . , 28 pp. 

CODEN : PIXXD2 

Patent 

English 



KIND DATE 



HO 9640211 
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AU 9662503 
AU 695055 
EP 844883 
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APPLICATION NO. 
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T 19990615 JP 1996-500831 19960604 

INFO.: US 1995-487174 A 19950607 

US 199J-B4848 A3 19930629 

US 1993-137800 A2 19931019 

WO 1996-US7962 M 19960604 

ab The present invention is directed to use of relatively short peptides, 
specifically the u-conotoxin peptides Mil and U002, for treating 
patients with 3mall-cell lung carcinoma (SCLC) or for detecting the 
presence ot SCLC tumors. It has been discovered that while Mil and UO02 
bind to neuronal nicotinic receptors as do other (i-conotoxin 
peptides, they have a significantly lower affinity for neuromuscular 
receptors. P;it ients having SCLC are treated in accordance with the 
present invention by administering, preferably i.v. or i , a 
pharmaceutical composition containing the u-conotoxin peptide as the active 
ingredient. The presence or location of SCLC tumors are detected in 
accordance with the present invention by injecting a subject with Mil or 
U002 labeled with a marker capable of detection and subsequently detecting 
the binding ol the labeled Mil or uoo: to determine the presence or location of 
SCLC tumors. 
IT 186420-63-3 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence),- BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(d-conotoxin peptides U002 and Mil for treating or detecting 
small-cell lung carcinoma) 
RN 186420-63-3 CAPLUS 

CN ./-Conotoxin M II (reduced). 6 - ( (4R) -4- hydroxy- L- prol ine) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




\ 19990209 US 1995-462899 19950605 

US 1992-962301 A2 19921016 

US 1993-139300 Al 19931016 
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N- sul (onylarginine keto-amide compounds with 
antithrombotic activity 

Webb, Thomas R . ,- Miller, Todd A.; Vlasuk, George P.; 

Abelman. Matthew M. 

Corvas International, Inc., USA 

U.S., 76 pp., cont . -in-part of U.S. 5,371,072. 

CODEN : USXXAM 

Patent. 

English 



PAT K NT NO. 

US SS97804 
US i<i M072 
AT 17 604 4 



19970128 
19941206 
19990415 



APPLICATION NO. 

US 1993-139300 
US 1992-962301 
AT 1993-924369 



19931018 
19921016 
19931019 



<CH 2 ) 3 NHCNH 2 



(CH 2 t.lNHCNH 2 
T h8 



AD The arginine keto amides I (R • R3S02; R3 - alkyl, alkenyl. aryl 

optionally substituted by R4 <R4 . halo, HO. alkoxy, NH2, substituted NH2, 
HS. substituted HS, H0S02, NH2S02, etc), aralkyl optionally substituted by 
R4, aralkenyl optionally substituted by R4 , perf luoroalkyl , 
trimethylailylal kyl,- Rl ■ H, unsubst i tuted or a lkyl /alkenyl/aralkyl 
substituted <CH2)mC02H, <CH2)mS020H, (CH2)mNH2, etc.. m > 1-3; X - amino 
acid residue. Ala. Qly. Leu, Lys", Phe, etc; R2 - R4NH. NHCRSR6 (CH2)nC02H. 
NHCR5R6 (CH2>nCONH2. NHCR5R6 <CH2 > nSOSH . NHCR5R6 (CH2 1 nR7 . n, m - 1-5, R4 - 
aryl. R5/R6 - H. alkyl, aryl, aralkyl, R7 . alkyl, aralkyl optionally 
substituted! were prepared and are useful as antithrombotic agents and 
therapeutic agents lor disease states characterised by disorder of the 
blood coagulation process. Thus, Boc- Asp- Pro- Arg-CONHCH2CH2Ph (II/ Boc - 
Me3C020 was prepared t rom Boc-Arg (N02) -OH in seven steps via the 
nitroarginine derivs. Ill <RB = cyano, C02H, CONHCH2CH2Pb) . In the rat 
model of Feci 3 - i nduced platelet -dependent arterial thrombosis. II at 0.5 
mg/kg i.v. bolus plus 100 ug/kg/min i.v. infusion reduced incidence of 
occlusion 10/6 vs. 6/6 for controll and clot size (4.46 j 3.49 rag vs. 
68. 6S i 3.75 mg for control]. 

IT 187741-32-8P 

RL: BAC (Biological activity or effecioi, except adverse); BSU (Biological 
study, unclassified); spn (Synthetic preparation); thu (Therapeutic use); 
BIOL (Biologiiraj study); PREP ( Preparnc i on ) ; USES (Uses) 

(preparation of antithrombotic sul f onylarg i n ine- containing keto amide 

pept ides ) 

RN 1B7741-32-8 CAPLUS 

CN 2-Pyrrolidinecarboxamide, 4-hydroxy-N- |4- ( | imino(nitroa»ino)»ethyljaainol - 
1- (oxol (2-phenylethyl)amino)acetyllbutyl I - 1 - [4 - (methylsul fonyl) - 1-oxo- 2- 
1 [ (phenyl me t hy 1 ) sul fony 1 J amino) butyl ] - , I2S - J 1 (R • ) , 2 <i <R« ) . 4 p) J - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Glycopeptide mimics of mammalian Man9GlcNAc2. Ligand 
binding to mannan-binding proteins (MBPs) 
Pranzyk. Hcnrik; Meldal. Morten,- Paulsen, Hans,- Thiel, 
Stetfeu; Jensenius, Jens Chr..- Bock, Klaus 
Dep. of Chemistry. Carlsberg Laboratory, Copenhagen, 
D-20146, Den. 

Bioorganic £ Medicinal Chemistry (1996), 4 <n). 

1881 - 1899 

CODEN: BMECEP; ISSN: 096B-0896 

Elsevier 
Journal 
Engl ish 

AB A novel and simple approach tor rational design of oligosaccharide mimics 
has oeen developed. Mammalian high-mannose triantennary structure 
Man9GIcNAc2 has been subjected to mol . modeling using the NMR data 
available on structural tragments of the oligosaccharide. The indicated 
tour different low energy con (ormat ions, and the spatial arrangement of 
terminal di sacchar ides of the oligosaccharide antennae were simulated with 
glycopept ides carrying d i saccha rides by applying weak constraints between 
the saccharide parts in mol. dynamics simulations on a large array of tri- 
to octaglycopept ides . The 'live glycopept ides exhibiting the best fit with 
the tour min. energy conformations of the oligosaccharide were synthesized 
by solid phase glycopeptide assembly using glycosylated 

9- I I uoreny lmet hoxycarbony 1 IPmoc) amino acid penta f luorophenyl esters as 
building blocks. The glycan was acyl -protected «- D-Man - < 1 ->2 ) - 
u D-Man, and Ser, Thr, and Hyp were the glycosylated amino acids. 
The depiotected and purified g 1 ycopept ides were subjected to NMR anal, for 
character! sat. ion, and in order to investigate the cis-trans isomerism of 
rhe Hyp carbimide bonds. The g lycopept ides were tested for their ability 
to inhibit binding of mannan-binding protein to mannan from saccharomyces 
curevisiae. They were found to be weak inhibitors showing no indication 
ot multivalent interaction -ith the mannan-binding protein. 

IT 187097 67 2P 

KL : BAC (Biological activity or effector, except adverse); BSU (Biological 
suidy, unclassified); PBP (Properties),- SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation, mol. dynamics calcns., and binding of high-mannose 
triantennary g 1 ycopept i des to mannan-binding proteins) 

RN 1870J7 67-2 CAPLUS 

CN L Set inamide, N- acetyl -0- ( 2 O- « -D-mannopyranosyl - <i- D- 

miinnopyranosy 1 ) -L-threony! -L-alanyl- (4R) -4- I (2-0- u -D-mannopyranosyl - 
if D roannopyranosyl )oxy) - L- pi olyl - L- 1 ysylglycyl -0- (2-0- »-D- 
mnnnopyranosy I •«»- D-mannopyranosyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




(CH 2 >4 O 

i H 
O 

OH 

H 

ho > • < 

r.' ; . 



\..t! 



PAGE 2 -A 



PAGE 1-A 



IT 1B7097-72-9P 

RL: PHP (Properties) .• SPN (Synthetic preparation); PREP (Preparation) 
(preparation, mol . dynamics calcns., and binding of high-mannose 
triontennary glycopept ides to mannan- binding proteins) 
RN 187097-72-9 CAPLUS 

CN L- Set inamide, N- acetyl - L- thveony 1 - L-al any 1 - (4R) -4 -hydroxy- L- prolyl - L- 
lysylglycyl- (9Ci) <ca index name) 

Absolute stereochemistry. 



Ph . o 0 



Ph ,o 
(I ACQ 



J... 



/ R. • 



11. 



/ 



IT 187097-66- IP 

Hi.- PCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation, mol. dynamics calcns., and binding of high-mannose 
tr lantennary g lycopept i des to mannan -binding proteins) 
RN l870<*7-<>6- 1 CAPLUS 

CN L-Ser inamide, N- acetyl -0- 1 3 , 4 , 6-tri -O- acetyl -2-0- (2,3.4, 6-tetra -0- benzoyl - 
w-D-mantiopyi anosyl ) - <i-D-marinopyrariosyl ) - L - threonyl - L - alanyl - 

urn 4 [|3,4.6-tri-0-acetyl-2-o- (2 , 3 , 4 . 6 - tetra-o-benzoyl - u-D- 
roannopyranosy 1 ) - u • D-mannopyranosyl 1 oxy) - L-prolyl - L- lysylglycy 1 -0- 

[3.4,6 tri O-acetyl -2-0- (2 . 3 , 4 . 6-tetra-O-benzoyl - <i-D-roannopyranosy 1 ) - 
ii D roannopyranosyl I - (9CJ > (CA INDEX NAME) 

Absoluts atereochemiat ry. 



Me o K 

! is s 



I 



o 

Vis 

I R S; 



o J I 



° I- 



(preparation of site-specific isotopically labeled zervamicins produced by 
Emer ice 1 lops i s sa ) moaynnemata 1 

RN 79392-51-1 CAPLUS 

CN L-Prol inamide. N - acetyl - L- t ryptophy 1 - L ■ isoleucyl-L- ((-glutamyl -D- 

isovalyl - L- i soleucy 1 - L • threonyl - 2 -methy 1 a 1 anyl - 1. - leucyl - 2 -me thy lalanyl - 
14 R) -4 -hydroxy -L- prolyl - L-g 1 utaminy 1 - 2 -met hy la 1 anyl - MR) -4- hydroxy- L- 
prolyl - 2 -methyl alanyl • N- | (IS) - 1- ( hydroxy-nethy 1 1 - 2-phenylethyl) - (9CI» (CA 

INDEX NAME) 



^ Ph 



PAGE 



\^ Me C0 2 H He 

R s . If " ill 

n pj si?^- S -, AcNH O Et-CH 0 CH2 -CHj Et O Et~CH 0 

0 y ■ o 0 \ \ ; i I i II I II 

Vv^, 1 1 - CH 2 -CH-C NH-CH- C-NH-CH C-NH C-C-NH-CH-C- 
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Preparation of site-specific isotopically labeled 
zervamicins, the antibiotic peptaibols produced by 
Erne r ice 1 I ops is salmosynnemata 

Egorova -Zachernyuk, T. A.,- ShvetB, V, I.,- Versluis. 
K . ; Heerma, w.; Creemers, a. f. L.,- Nieuwenhuis. S. A. 
M. ,• Lugtenburg, J.; Raap. J. 

M V. Lomonosov Moscow state Academy of Fine chemical 
Technology, Moscow, Russia 

Journal of Peptide Science (1996). 2(6), 341-350 
CODEN : JPSTEI; ISSN: 1075-2617 
WUey 
Journal 
Engl ish 

A simple procedure for the preparation of the specifically labeled peptide 

antibiotic zervamicins IC. IIA, and IIB was developed. The zervamicin 

mola. are labeled with stable isotopes by culturing the E. salmosynnemata 

on tt well -del ined synthetic medium containing the highly isotopically enriched 

amnio add. To obtain the peptide with specifically and highly enriched 

amino acid residue, precautions were taken to prevent any de novo 

biosynthesis of the particular amino acid from unlabeled precursors. 

Enrichment ot the labeled peptide is determined by mass spectromet r ic anal. 

Following this method we incorporated [2 ' , 4 1 . 5 * , 6 1 . 7 • - 2H5] -L-Trp- 1 . 

U' ISH] -L-Trp- I. and [ 2 ' , 3 ' . 4 ' , 5 ' , 6 ' - 2H5 ) - L- Phi - 16 into zervamicins IC, 

I TA and HP. on the preparative scale and without scrambling of the label. 

Thus, using the procedures described, isotopically labeled zervamicins can 

be prepared, allowing them to be studied by solid-state nmr . 

■*9V*2 51 1DP. Zervamicin ic. labeled 793 95 - 85- odp , 

Zervamicin lib, labeled 79395- 36- 1DP , Zervamicin IIA, labeled 

187?74-56-2P 187274 57-3P 187274-58-4P 

k ;. : ui'N (Biosynthet ic preparation); BIOL (Biological study); PREP 
(Prepai at ion) 



- C NH- C C NH - CH- C- 
II , ; , 

O Me O i-Bu O 



C C - 

. t 

Me o 



CH CH2 ' CH2 C NHj 



Me C Me 



Ph CH2 CH NH C 

HO CH 2 0 

79395-85-0 CAPLUS 



C " C- NH C~ 

ti 'i 
o Me o 



L'Piol inamide, N- acetyl - L ■ t ryptophyl - L- i soleucyl - L-glutaminyl -D- isoval yl - L- 
iaolem-yl -l, tlireonyl • 2 - met.hy 1 a 1 any 1 -L- leucyl - 2 -methy 1 a lanyl - MR) -4-hydroxy- 
L-prolyl L-glutaminyl-2-meLhylalanyl- (4R> -4 -hydroxy- L-prolyl - 2- 
tf*Ch> ldlanyl -N- i (15> -1- (hydraxymethyl) -2-phenylethyll - (CA INDEX NAME) 



Ac NH O Et-CH O 

! ! ii i i: 

" CH2 CH- C- NH-CH - C- 



O Et O CH-Et 

; !. I 

CH C-NH-C C-NH-CH-C — 
i 11 



HO CH : . o 
Ph CH2 CH NH C 



O Me O 
II 

C C NH-C 



J~\ 



I 

Me- C~Me 
I 



Me-C-Me 
I 



CH-CH2-CH 2 - C-NH 2 



CH2 Ch C NH CH C 



0 Me O CH-EC 

II Ml I 

NH- CH-C-NH-C-C- NH-CH-C- - 
I li 



NH CH- C NH C C NH- CH C NH - C ' C " 



CH2-CH2-C-NH2 



79395-86-1 CAPLUS 

L-Prol inamide. N- acetyl - L- t ryptophyl -L- isoleucyl -L-glutarainyl-2- 
methy 1 a lanyl -l, - iaoleucyl -L-threonyl - 2 - met hy t a 1 any 1 -L- leucyl • 2 -roe thy In lanyl - 
<4R) -4 -hydroxy- li- prolyl - L- glutaroinyl - 2 - methyla 1 any 1 - ( 4 R > - 4 - hydroxy- L- 
prolyl-2-methylalanyl-N- t (IS) - 1- (hydroxymethyl >- 2 - pheny let hyl] - (9CI) (CA 
INDEX NAME) 



CH-CH2-CH2- C- NH 2 



CH 2 CH 2 C NH 2 Me 
I I 



HO CH 2 o 
Ph CH; CH NH C 



" II /~\ 
c c-nh-c — \ y 



^ r .■ NHAc 0 I C0 2 H O 

I 8 ..J "J 



Hi; h [ 



•vr*r 

Me Et A 



A 



JM 



0 Me O i-Bu O Me 0 

i' 

— NH CH C NH C C NH CH C NH C C~ 



o 



RN Ibfi'N 56-2 CAPLUS 

CN \, - Pro 1 inamide , N- acetyl * L- 1 ryptophyl - 2,4, 5, 6, 7-dS-l - 1SN-L- i soleucyl - L- 
u glutamyl -D- isovalyl -L- i soleucyl - L-threonyl - 2-methylalanyl -L- leucyl - 
?. methylalanyl - (4R) 4 -hydroxy-L-prolyl -L-glutaminyl - 2 -roethy la lanyl - <4R) -4- 
hydtoxy-L-prolyl-2 methy)alanyl-N- [ <1S> - 1- (hydroxymethyl) -2- (phenyl - 
dbteihyl I - (9ci) (ca index name) 

Absolute stereochemistry. 



RN 187274-57-3 CAPLUS 

CN L-Prol inamide. N- acetyl - L-t ryptophyl -2,4,5,6, 7-d5-l-l 5N- L- iaoleucyl -L- 

glutaminyl-2 -methy lalany 1 -L- isoleucyl- L-threonyl -2-methylalanyl-L-leucyl-2- 
methylalanyl - (4R) -4-hydroxy-L-prolyl-L-glutaminyl • 2 -met hylalanyl - (4R)-4- 
hydroxy • L- pro) yl -2 -roethy lalany 1 -N- ( ( IS) - 1 - (hydroxymethyl) -2- (phenyl - 
d5»ethyl}- <VCI> (CA INDEX NAME) 

Absolute stereochemistry. 
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0 s s t 7< 



9 Me Me 9 Me Me r D ' 

S. J. '•' I . J. '-. 



l<T Me o N ^ 



N ^ H 
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V. 



HO, D 
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RN 1B7^V4-56--l CAPLUS 

CN L Pr ol i nawicie, N- acetyl - L- 1 1 yptophyl - 2 , 4,5,6 , 7-d5- 1 - 15N- L- i soleucyl -L- 
glutamjnyl D- isovalyl - L- isoleucyl -L-threonyl -2-methylalanyl - L- leucyl - 2- 
methyla taiiyl - MR) -4 -hydroxy I.- prolyl - L- g 1 utaminy 1 -2 -methylalanyl • MR) -4- 
liydi oxy - t-prol y I - 2 met hy 1 a 1 any 1 - N- [ ( IS) - 1 - (hydroxymethyl ) - 2- (phenyl • 
diethyl] i OC 1 > (CA I NI1EX NAME ) 

Absolute stereochemistry. 
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. A2 19930629 








US 1993- 


137800 


A2 19931019 








CA 1994- 


216SS66 


A3 19940627 








EP 1994- 


920316 


A3 19940627 



PCR primers tor the identification of genes for A-lineage conotoxins are 

described. A-lineage conotoxin genes are very similar in the signal 

sequence and the 3 * -untrans lated region to the genes for 

<j conotoxins. The A-lineage conotoxins include the 

■i-conotoxins , the u-conotoxin- like peptides and 

k conotoxins. The u-conotoxin-peptides generally share a 

•coie" sequence motif that is defined by the distribution of cysteines in 

the minimal biol . active peptide. A number of novel conotoxins and 

conotoxin- 1 ike peptides are identified. These novel conotoxins may be of 

therapeutic or investigative use. for example, against tumor cello 

presenting cholinergic receptors such as small cell lung cancer cells. 

186420-63-3 

HI.; Boc (Biological occurrence) ; BSU (Biological study, unclassified),- PRP 
tPi opert ies) ,• RJOL (Biological study); OCCU (Occurrence) 

■ amino acid sequence,- process and primers for identifying nucleic acids 
lineage conotoxin peptides) 
CAPLUS 

m II (reduced), 6- I (4R) -4 -hydroxy-L-prol inel - (9Ci> (CA 




eitrodi ng 
IBo4zO 63-3 
ii conoto 
INDEX NAME) 



Absolute stereochemistry 
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Structural elucidation of XR5B6, a peptaibol - 1 ike 
antibiotic from Acremonium persicinum 

Sharman. Gary J..- Try. Andrew C . ,- Williams, Dudley H., 
Ainsworth, Martyn.- Beneyto, Richad,- Gibaon, Trevor M . , 
MCNicholas, Carole; Renno, Didier V.,- Robinson, Neil; 
Wood, Keith A.,- Wrigley, Stephen K. 

Cambridge Centre Mol . Recognition, Dep. Chem . , Berks. 
St.] 4EF, UK 

Biochemical Journal (1996), 320(3), 723-728 

CODEN: BIJOAK; ISSN: 0264-6021 

Portland Press 
Journal 
Engl ish 

XR5B6, has been isolated from fermns. of Acremonium 
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ab a novel peptide, 

peisicrnum (Xenova culture collection number X2148B). The structure of XRSS6 
w«a elucidated by Nmk spectroscopy, electrospray and fast-atom bombardment 
MS, tier) vat i sat ion, and enzymic digestion. It has been shown to be 
lie 1 i oa 1 by CD measurements. XR586 shows many structural and 
com or mat iona 1 features in common with peptaibols, particularly the 
jervnmicins. Peptaibol antibiotics are peptides, typically of 15-20 
residues, containing a large proportion of u-aminoisobutyric acid (Aib) 
residues. These peptides adopt a helical conformation in solution and 
display anti bacterial and toxic properties due to their ability to form 
pores in membranes. However, while XR586 contains several Aib residues, 
it lacks a terminal pheny.la laninol and terminates in the sequence Phe-Gly. 
The Utck ol reduction of the penultimate residue at the C- terminus may 
indicftte that this step is normally at the end of the biosynthetie pathway 
of peptaibols and occurs wich cleavage of Gly. The 1H chemical shift 
ass iqnments o:' XR586 are reported in Supplementary Publication SUP 501179 
r.' paires! , which has been deposited at the British Library Document Supply 
Center . 

IT lB59b1 -24 -iP , XR 586 

RL HPN (Biosynthetie preparation), PRP (Properties); PUR (Purification or 
recovery*,- BIOL (Biological study); PREP ( Prepa rat ion) 

(structural elucidation ot XR586, a peptaibol -1 ike antibiotic from 
Acremonium persicinum) 

RN 185981-24-.! CAPLUS 

CN Glycine, N acetyl t ryptophy 1 i sovalylglutaminyl - 2 -met hylalanyl - L- isoleucyl -L- 
threonyl - 2 methyl a lanyl - L- leucyl -2-methylalanylprolylglutaminyl -2- 
metliyl a lanyl -4 - hydroxyprol y 1 isova lylprol yl - L-pheny la lanyl - (9CI ) (CA 
INDEX NAME > 

Absolute stereochemistry. 
Currently available stereo shown. 



,9 Me Me 



1 ( 



H ij ; 
! Me Et J 
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1996:741612 CAPLUS 
126 : 89767 

Liposome- 1 ike fucopeptides as sialyl Lewis X nineties 
Lin, Chun -Cheng,- Kimura. Teiji. Wu, Shih-Hsiung; 
Wei t z -Schmidt. Gabriele; Wong. Chi-Huey 
Department Chemistry, Scripps Research Institute, La 
Jolla, CA, 92037, USA 



SOURCE 



Bioorganic s. Medicinal Chemistry Letters (1996), 
6(22) , 2755-2760 

CODEN: BMCLE8; ISSN: 0960-894X 

PUBLISHER: Elsevier 
DOCUMENT TYPE: Journal 
LANG U AG K • English 

AB Sevtiial t urodipept toes and their 1 iposome- 1 i ke derivs. were prepared and 

tested as inhibitors ot sialyl Lewis X binding to E-selectin. It has been 
round that t rans - hydroxyprol i ne (D or L) can be used to mimic the 
galactose residue ot sialyl Lewis X, and the mimetic containing 
3,4 di hydroxy D- proline is the most active with 1C50 value <5Q mM) 
10 told greater than sialyl Lewis x. Deri vat i zat ion of a 
hydroxy-threonine- containing fucodi peptides into a covalent 1 iposome- 1 i ke 
derivative, however, provides a mimetic with only IC50 . apprx. 30 \&\. . 

IT |7d271 76-6 178271-77-7 

RL- UAC (Biological activity or effector, except adverse); BSU (Biological 
Study, unclassified), BIOL (Biological study) 

(preparation of 1 i posome - 1 i ke fucopeptides as sialyl Lewis X mimetics) 

RN 17827 J 76-* CAPLUS 

CN L- Threonine. (4R) -1 • (4-carboxy-l-oxobutyl> -4-hydroxy-L-prolyl-O- (6-deoxy 
it L yaUctopyranosyl) -, 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 184006-93-4 CAPLUS 

CN L-Threonine, 1 - (4 -carboxy- 1 -oxobutyl > - (4 s> - 4 • hydroxy- L-prolyl -O- (6-deoxy - 
o-L-galactopyranosyl)-. 2-ethyl ester I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
s (CH 2 ) 3 



r 



s - S V, 

H " H 

Me 0 , > 



-1 

s 



RN 171,271 77-7 CAPLUS 

CN L Threonine, (3S,4R) -l- (4 - carboxy- 1 -oxobutyl) -3,4 - dihydroxy- D- proly 1 -O- (6- 
deoxy <»-L gaUctopyranosyl ) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 184005-94-5 CAPLUS , 

CN L-Threonine. 1- (4 -carboxy- 1-oxobutyl ) - (4R) • 4 - hydroxy - D- prolyl -O- ( 6-deoxy - 
u-L-galactopyranosyl ) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute Btereochemi stry . 

^(CH 2 ) 3 O 0 ^ 0Ec 




R R| 

1> 



1BS7S3-11-1 CAPLUS 

L-Threonine, 1 - (4 -carboxy- 1- oxobutyl ) - (4R) -4-hydroxy-L-prolyl-O- (6-deoxy- 
p-L-galactopyriinosyl)-. 2-ethyl ester (9CI) (CA INDEX NAME) 



IT IB4005 92-3P 1B40Q5-93-4P 1B4005-94-5P 
185753-11-1P 

RL. BAC (Biological activity or effector, except adverse); bsu (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study), PREP (Preparation) 

(preparation ot 1 i posome- 1 i ke fucopeptides as sialyl Lewis X mimetics) 
RN 16400b 92-3 CAPLUS 

CN I, Threonine, 1 - (4 -carboxy- 1 -oxobutyl )- (4S) -4 -hydroxy-D-prolyl -0- (6-deoxy- 
<j-L q> lactopyranosyl ) - . 2 ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



IT 165753 1-1-4 

KL. RCT (Renctant ) ; RACT (Reactant or reagent) 

(preparation of f iposome- l i ke fucopeptidea as sialyl Lewis X mimetics) 
RN 1B51S3-14-4 CAPLUS 

CN I, Threonine, (4 R )- l -( i , s> -dioxo- S- (phenylmethoxy) pentyl 1 -4- hydroxy- L- prolyl - 
0 deoxy -2, 3 . 4 -t ris-O- (phenyl methyl ) - <« - L-ga 1 actopyranosyl ] - (9CI) 

(CA INDEX NAME) 

Absolute atereochemi 3 try . 
Ph^ o ICH 2 )3 o 



CO2H 
3 3^ 



1B4005-82-1P 1BS753-15-5P 

RL. SPN {synthetic preparation), PREP (Preparation) 

(preparation of 1 i posome - 1 i ke fucopeptides as sialyl Lewis X mimetics) 
l«400i 82 1 CAPLUS 

L i;i uvaniic acid, i4R]-i-M carboxy- 1 -oxobutyl ) -4 -hydroxy- L- prolyl -O- < 6- 
deoxy n-L-galuctopyranosyl > - L- threonylglycyl - , 4 , 4 -di hexadecy 1 ester 

[91M1 (CA INDEX NAME) 

ilute stereochemistry . 



ho 2 C . o 



N O 

O 

OH 



RN 1B57S3-1S-5 CAPLUS 

cn L-Threoninamide, (4R) - 1- (4 - carboxy- 1-oxobutyl ) -4 -hydroxy-L-prolyl-O- (6- 
deoxy-u-L- gal actopyranosyl) • N- [ (10S) -10- ( (hexadecyloxy) carbonyl) -13- 
oxo-3,6, 14-trioxa-9-azotriacont-l-yl) - I9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



r 
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1996:738119 CAPLUS 
126 : 19337 

Fucopeptides 

Kajimoto. Tetsuyav Wong, chi-huey 

sandoz Ltd., Switz.,- Scrippa Research Institute 

PCT int . Appl . , 57 pp. 

CODEN : PIXXD2 

Patent 

Engl ish 



APPLICATION NO. 



Al 19960926 WO 1996-EP1244 19960321 

AT. AU. AZ, BB, SO , BR. BY, CA, CH , CN, CZ. DE, DK, EE, 



RW- KE. LS, MW, 
IE, IT. LU. 
US 5599915 
US 56 14 61 5 
AU 9651474 
BP B15127 

R. AT, BE, CH, 
BR 9607195 
JP 11502216 
PI 9703503 
NO 9704 5 20 
US 596.^660 
US 6111034 
PRIORITY APPLN. INFO. : 



SO. SZ. UG. AT, BE, 

MC. NL. PT. SE, BF, 
A 19970204 
A 19970325 
A 19961008 
Al 19980107 

DE, DK. ES. FR, GB, 
A 19980707 
T 19990223 
A 19971121 
A 19971027 
A 19991005 
A 20000829 



MAR PAT 1 26 : 193 37 



CH. DE. 

BJ, CF, 
US 1995- 
US 19 95- 
AU 1996- 
EP 1996- 

GR, IT, 
BR 1996- 
JP 1996 
FI 1997- 
NO 1997- 
US 1997- 
US 1998- 
US 1995- 
US 1995- 
WO 1996- 
US 1997- 



DK. ES. 

CG, CI. 
407912 
519203 
51474 
908106 

LI , LU, 
779S 
528094 
3503 
4320 
933775 
88411 
407912 
519203 
EP1244 
933775 



SD. SE, 

PI, FR. GB, GR, 
CM, GA, GN 

19950321 
1995082S 
19960321 
19960321 
NL, SE, PT, IE, SI 
19960321 
19960321 
19970826 
19970919 
19970919 
199B0601 
A 19950321 
A 19950825 
W 19960321 
A2 19970919 



HO 



pj I H02C 



CONH' CONH C0 2 Et II 



fucopeptides I (R is Me, Rl is a peptidic residue or Rl is OH and R is a 
peptidic residue) have Pharmacol, activity as sialyl Lewis X (SLex) 
mimetics, e.g., in the prevention or treatment of disorders or diseases 
which *r« mediated by the binding of selectins in cellular adhesion. 
Thus, compound II, prepared from L-fucose, inhibits the SLex- polymer /E- 
ae lectin binding interaction at an IC50 of 0.5 mM. 

18.(005 67-2P 184005-70-7P 184005-76-3P 

m,- RCT (Reactant). • SPN (Synthetic preparation),- PREP (Preparation),- RACT 
(Reariani or reagent) 

preparation ot fucopeptidea as sialyl Lewis X mimetics) 

18-JO0S.-67-2 CAPLUS 

L- Threonine, 1 ■ I l,4-dioxo-4 - (phenylmethoxy) butyl ) - (4R) -4 - hydroxy -L-prolyl- 
O- [6 -deoxy- 2. 3,4-tri3-0- (pheny 1 methyl ) - <»- L-gnlactopyranosyl ) - , 
2-piopenyi ester (9CI) (CA INDEX NAME) 



X - . 



RN 184005-70-7 CAPLUS 

CN L-Threonine , 1 - ( 1 , 4 -dioxo-4 - (pheny 1 met hoxy) butyl I - (4 Rl - 4 - hydroxy- L- prolyl - 
0- [6-deoxy-2 . 3 , 4 - tris-O- (phenyl methyl ) - <j-L- gal actopyranosyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 



I" 'J 

Me 0. s Rf 



RN 184005-76-3 CAPLUS 

CN L-Threoninamide, (4R) -N- |1,4 -dioxo-4 - (phenylmethoxy) butyl ) -4-hydroxy-L- 
prolyl -O- 1 6 -deoxy- 2 . 3 , 4 -tris-O- (phenyl methyl ) - <i- L-ga lactopyranosyl) - 
N- ( (10S) - 10- I ihexadecyloxy) carbonyl! - l3-oxo-3, 6. 14 • tr ioxa - 9 -azatriacont - 1- 
yl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 




1 



IT 17*271 7S-6DP. caLion derivs. 17H271-76-6P 
178271 77-VDP. cation (ieiivs. 17B271-77-7P 
lB400S-7*-6P 184005-B2-1P 18400S-92-3P 
184005-93 -4DP , cation dei'ivs. 184005-93-4P 
1B41-0S-94 5P 

Fl.. SPN (Synthetic preparation),- PREP (Preparation) 

ipieparation of tucopeptides aa sialyl Lewis X mimetics) 
RN 176^71-76-6 CAPLUS 

CN L-Threonine, MR) - 1 - (4 -carboxy- i -oxobutyl ) - 4 - hydroxy- L-prolyl -0- (6-deoxy- 
.i L-ga I actopyranosy 1 1 - . 2-er.hyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CHz-1 O 



o 

1 B "Nrk 



RN 178271-76-6 CAPLUS 

cn L-Threonine. (4R) - 1- (4 -carboxy- 1 -oxobutyl ) -4 - hydroxy- L- prolyl -O- (6-deoxy- 
<i-L-galactopyranosyl) - . 2-ethyl eater 1<JCI> <CA INDEX NAME) 

Absolute stereochemistry. 



<CH 2 >3 
H0 2 C *f 



/ 



r 



RN 178271-77-7 CAPLUS 

CN L-Threonine. US.4R) -1- (4 -carboxy- 1 -oxobutyl )- 3 , 4 -di hydroxy-D-prolyl -0- (6- 
deoxy-ti-L-galactopyranosyl) - . 2-ethyl eater C9d> (CA INDEX NAME) 

Absolute stereochemistry. 



R Si 



r 

I R BJ 
Me 0 ? > 



RN 178271-77-7 CAPLUS 

CN L-Threonine, OS, 4R) - 1- ( 4 - carboxy- 1 -oxobutyl ) - 3 , 4 -di hydroxy-D-prolyl-O- (6- 
deoxy-</-L-galHctopyranosyl > - , 2-ethyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



^ (CH 2 )3 -O 



\s n^ R K 

7 H ;R R) 



RN 184005-79-6 CAPLUS 

CN L-Threoninamirte, (4R> - N- (3 -carboxy- l-oxopropy) ) -4 - hydroxy- L-prolyl -0- (6- 
deoxy-u-L-galactopyranosyl) -N~ ( (10S) - 10- [ ( hexadecy loxy > carbonyl ) - 13 - 
oxo-3 , 6, 14 -trioxA-9-azatriacont-l -yl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN lS-JCg* 82-1 CAPLUS 

CN L Ultllrtmlc acid, I4K1-1-M ca rboxy- 1 -oxobutyl )- 4 - hydroxy- L-prolyl -O- ( 6- 
deoxy ii L -<)a 1 actopyranosy 1 ) - L- t hreonyl glycyl - , 4 , 4 - dihexadecyl ester 
(9C7! (CA tNDEX NAME) 

Absolute at ereochemistry 



RN 184005-92-3 CAPLUS 

CN L-Threonine. 1 - (4 - carboxy- 1 -oxobutyl ) - (43) -4 -hydi oxy-D-prolyl-O- (6-deoxy- 
«-L-galactopyranosyl ) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



-3 * V S ^ 



RN 184005-93-4 CAPLUS 

CN L-Threonine, 1- (4 -carboxy- 1 -oxobutyl) - (4S) -4 -hydroxy-L-prolyl-O- (6-deoxy- 
u-L-galactopyranosyl ) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

<CH 2 M /.O ,OEC 



Me O. sJJ 



RN 184005-93-4 CAPLUS 

CN L-Thi eonine, I- (4-carboxy- l-oxobutyl) - (43) -4 • hydroxy- L-prolyl -O- <6-< 
<«-L-galactopyrnnosyl ) - , 2-ethyl ester Oct) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 184005-94-5 CAPLUS 

cn L-Threonine, 1 • (4 -carboxy- l-oxobutyl ) - (4W) -4 - hydroxy-D-prolyl -O- (6-deoxy- 
«-L-galactopyranosyl) - , 2-ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1996:733937 CAPLUS 
126: 8709 

Preparation of cyclic peptide nuclei and derivatives 
thereof as antimicrobials and inhibitors of 
beta- l , 3 -glucan synthase 

Hashimoto. Michizane; Shigematsu, Nobuharu; Hashimoto. 

sei j i 

Fujisawa Pharmaceutical Co.. Ltd., Japan 

PCT Int. Appl . , 8 8 pp. 

CODEN: P1XXD2 

Patent 

Engl ish 



PATENT NO. 



KIND DATE 



WO 9630399 



CA, CN, JP, KR. MX, US 



EP 817796 

B: AT, 
JP 11505208 
Us! F.952299 
PRIORITY APPLN 1 

OTHER SOURCE (3) : 



CH, DE, DK 



APPLICATION NO. 



WO 1996-JP774 



CH, DE, DK, ES, FI, FR, 



19980114 

ES. FR, 
19990518 
19990914 



GR. IE, IT, LU, MC, NL, PT, SE 



EP 1996-906942 
I. GR, IT, LI. LU 
JP 1996-529161 
US 1997-913365 
GB 1995-6372 
WO 1996-JP774 



MAR PAT 126:8709 



19960326 
SE, PT, IE, FI 

19960326 

19970929 
A 19950329 
W 19960326 



T" T 1 



T Y*» ^ " T S T: S II "•. 



r 



.8-1- SS • ,B- 



AB New peptide compds . ot formula [I,- Ri « alkyl or ar alkyl; R3 - 

(unl protected HO or NH2 , 02CCHR2NHRS. NHCOCHR2NHR5 ,* wherein R2 - 

tun) protected lower ami iioa 1 ky I ,• R5 ■ H or an amino protective group/ R6 • 

OH or R4C0CHR2NH/ with proviso that when R3 is <un> substituted OH or NH2 , 

R6 « H02CCHR2NH ; or R3 and R6 together form 02CCHR2NH or NHCOCHR2NH) and 

pharmaceut ica 1 ly acceptable salts thereof, which are especially useful as 

fungicides (no data), are prepared Thus, 1 1R1 • Me(CH2)12, R3 ■ 

(S ) -02CCH I (CH2 1 3NHBoc) NH2 , R6 = oh] (preparation given) was treated with 

l-ethyl-3- (3-dimethylaminopropyl >carbodi imide hydrochloride and HOBt in 

dmf at room temperature of 2 h to give cyclopeptide I {Ri - Me(CH2)i2, R3R6 

(S) -02CCH I (CH2) JNHBOC] NH) . 
IT 183809-03-2P 

RL: BPN (Bioaynthetic preparation),- RCT (Reactant); BIOL (Biological 
Study),- PREP (Preparation); RACT (Reaciant or reagent) 

(preparation of cyclic peptides as antimicrobials and inhibitors of 
beta - 1 . 3 -gl ucan synthase) 
RN 183 809- 03 -2 CAPLUS 

CN L-Threonine, U- threonyl - L-alanyl -L-tyrosyl -L-valyl - (4R> - 4 - hydroxy- L-prolyl - 
L-threonyl - L-threonyl -3 - hydroxy -L-prolyl -3 - hydroxy- L-glutaminylglycyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



if 0 I s Ilv J 

H HO = '^.S^ N ^ 



HO. Me 



HO Me 



183B09-06-5P 1B3809-07-6P 183809-08-7P 
18^«09 09 8P 183B09-13-4P 183B09-14-5P 
18*309 15-6P 183809-16-7P 

KL RCT -(Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
CReactam or reagent) 

(preparation oi cyclic peptides as antimicrobials and inhibitors of 

beta - 1 . 3 -glucan synthase) 

165809-06-5 CAPLUS 

!. Threonine. N- ( (3R) -3 - f I (2S> -5- [ 1(1, l-dimethy lethoxy) carbonyl ) amino! - 2- 
{ I iphenylmethoxy) carbonyl 1 amino) -1 -oxopentyl ] oxy) - 1 -oxohexadecyl 1 -L- 
t.hreonyl 1,-alanyl -L-tyrosyl -L- valyl- <4R) -4 -hydroxy -L-prolyl -L-threonyl -L- 
threonyl - 3 - hydroxy- 1.- prol y I - 3 - hydroxy- L-glutaminylglycyl - (9CI) (CA INDEX 
NAME ) 



OH H2N 
X 8 N 

C0 2 H 0 



' -J H J« o H w 

HO Me 



(ch 2 ) 3 r' 



RN 183B09-07-6 CAPLUS 

CN L-Threonine. N- ( OR) -3 - [ I (2S) -6- (Mi, 1 -dimet hy let hoxy) carbonyl 1 amino} -2- 
1 1 (phenylmethoxy) carbonyl I amino] - 1 -oxohexy 1 ) oxy] • 1 -oxohexadecyl 1 -L- 
threonyl -L-alanyl -L-tyrosyl -L-valyl • <4R) 4 - hydroxy- L- prolyl - L-threonyl -L- 
threonyl - 3 - hydroxy- L-prol yl -3 hydroxy- L- g 1 utaminyl g lycyl - (9CI) (CA INC 

NAME) 

Absolute stereochemistry. 



Absolute stereochemistry . 



PAGE 1-A 



PAGE 1-A 



II T 

'■LI 



1 



OH H2N 
I H 

C0 2 H 0 



no He 



0 J l| h "Vj I 

HO Me 



R <CH 2 >12 



n 

o "* ; 

' N >s >' HN 



H Me 



3 Me V 



R • <CH 2 > 12 

[ r 



N. OBU-t 



0 N 5 (CH2) 4 



RN 18-«i05 0 9 ? CAPLUS 

CN I,- Threonine. N-t{3l»)-3-l|I2S> -2 -amino- 5- [111,3- 

climethylethoxy) carbonyl | amino] - 1 -oxopentyl ) oxy) - l-oxohexadecyl 1 -L-threonyl - 
L ill any 1 • I* t yrosy 1 -L-valy]-(4R)-4 - hydroxy- L-prolyl - L- threony 1 - L- threonyl - 3 - 
hydroxy- 1. prolyl -3- hydroxy L-glutaminylgl ycyl - (9CI1 (CA INDEX NAME) 

Absolute stereochemistry. 



RN 183 909 -09 -8 CAPLUS 

CN L-Threonine. N>((3R)-3-iH2S)-2- amino- 6 llll.l 

dimethylethoxyi carbonyl } amino] - 1 -oxohexy 1 |oxy] - 1 -oxohexadecyl J -L-threonyl - 
L-alanyl- L -tyrosyl- L-valyl-(4R> -4 - hydroxy- L- prolyl - L- threonyl - L- threonyl -3 - 
hydroxy-L-prolyl-3-hydroxy-L-gluuaminylglycyl- I9CI) (CA INDEX NAME) 

Absolute stereochemistry, 



J II I 



OH H2N' 
! H 



f " i 



tCH2i3 s CO2H 



Y 

HO Me 



p (CH 2 )12 

1 r 



V s „ 



JL.J 



r <CH 2 >12 



RN 18.3 609 1 j - 4 CAPLUS 

CN L ornithine, N- [ ( 3 R) - 1 -oxo- 3 - I [ (pheny lmethoxy ) carbonyl ) amino] hexadecy 1 ) - 
threonyl -L-alanyl -L- tyrosyl • L-valyl - (4R> - 4 -hydroxy- L-prolyl -L-threonyl - L 
thi eonyl - 3 - hydroxy- L-proly ! • 3 - hydroxy- L-g lutaminylglycyl - L- threonyl -NS- 
1 1 1 . 1 dimethyl ethoxy J carbonyl I- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 183809-14-5 CAPLUS 

CN L-Ornithine. N- | (3R) - 1 - oxo- 9-pheny 1 - 3 - I [ (pheny lmethoxy 1 carbonyl] amino] n 
1 1 - L- threonyl • L- alanyl - L- tyrosyl -L-valyl (4R) -4 - hydroxy- L-prolyl -L- 
threonyl -L-threonyl -3 • hydroxy- L-prolyl ■ } - hydroxy -l.-glutaminylglycyl-L- 
thr eonyl - NS - I II, 1 - dimet.hy 1 et hoxy ) carbonyl 1 - (9CM (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



PAGE 1-A 



(CH2)3 s C0 2 » 



Y 



C-BuO., , N 



OH H2N 

L s B. 



* <CH2> 3 co 2» 



I 

H l„ 



Y 



J' 




RN 183B09 15-6 CAPLUS 

CN L-Orni thine, N- [ OR) -3 -amino - 1 -oxohexadecy 1 ] -L-threonyl-L-alanyl-L-tyrosyl - 
Li valy 1 - MR) -4 - hydroxy - L -prolyl -L-threonyl -L-threonyl -3 - hydroxy- L- prolyl -3- 
hydroxy L- glutaminylg lycy 1 - L-threonyl -N5 - [ (1, 1 -dimethylethoxy > carbonyl ] - 
(yCtl <CA INDEX NAME) 

Absolute stereochemist ry . 



I 



183809-16-7 CAPLUS 

L-Ornithine, N- [ (3R) - 3 -amino- 1 -oxo- 9- phenylnonyl ] -L-threonyl-L-alanyl-L- 
tyrosyl -L-valyl-[4R)-4- hydroxy- L-proly 1 - L- threonyl - L-threonyl -3 - hydroxy- L- 
proly 1 -3 -hydroxy- b- glut ami nylg lycy 1 -L- threonyl -N5- I ( 1 . 1 - 
dimethylethoxy) carbonyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Me " S 



(CH2)3 C0 2 H 



HO Me 



[CH2)3 C0 2 H 



H ^ 



, s ." -1 Y 

HO Me 



YT' 



r 

NH 2 



I' 

) 



1 Et3&<j9-04 -.>P 183809-05-4P 

Rl.- SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of cyclic peptides as antimicrobials and inhibitors of 
beta- 1 , 3 -glucan synthase) 

183309-04 5 CAPLUS 

L-Ornithitie. N- (3-hydroxy- 1 - oxohexadecy 1 ) - L- threonyl - L- alanyl -L- tyrosyl -L- 
valyl - (4R> -4 -hydroxy- L- prolyl -L- threonyl -L- threonyl - 3 -hydroxy- L- prolyl - 3- 
hydro*y-L-glutaminylglycyl-L-threonyl-N5- | U, 1 -dimethylethoxy ) carbonyl ] - 

(CA IMDEX NAME) 



RN 183809-05-4 CAPLUS 

CN L-Ornithine, L-threonyl -L-alanyl -L-tyrosyl -L-valyl - (4R) -4 -hydroxy-L-prolyl- 
L- threonyl -L- threonyl -3 -hydroxy - L-prol yl J - hydroxy -L-gl utaminylglycyl-L- 
threonyl -N5- [ < 1 , 1 -dimet hylethoxy) carbonyll - (9CI) 

Absolute stereochemistry. 



(CA INDEX NAME) 



Absolute stereochemistry. 



t-BuO N 



OH H2N 
H 

«.»-?" 

UN o 

(CH2>."1 S CO2H 



0 OH 




I H H ^ 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE : 

By performing 



demon st 1 ated that accurate wav. 



CODEN: IJQCB2; ISSN: 0020-7608 

Wiley 
Journal 

English 

calcns . 



on fragments ot Leul - zervamicin, it is 
t unctions can be obtained for this large 
structure by combining the results from the fragments. Input information 
consists of atomic coordinates as obtained, for example, from a crystal 
structure determination The fragments are composed of a kernel of atoms 
surrounded by a chosen neighborhood ot atoms. The entire raol . is divided 
into individual kernels and their neighborhoods are added for the 
individual fragment calcns. on the basis Of the distances of other atoms 
from the atoms in a kernel. The hydraced Leu 1 -zervamicin is composed of 
295 atoms which could be handled in full by Gaussian 94. The results of 
the fragment calcns. were combined to provide an electron d. distribution 
for the mol . This distribution was compared with one that represents the 
distribution obtained from a calcn. on the entire mol. at once. The clear 
implication of this study is that it is feasible to perform ab initio 
calcns. on structures by the use of fragments. The time involved 
increases essentially linearly with complexity. 
IT 13599S-68-S 

RL: PRP (Properties) 

(hydraced; kernel projector matrixes for mo calcns. of 
leucine- zervamicin) 

RN 135995-6S-S CAPLUS 

CN L-Prolinamide, N-acetyl -L- leucyl - L- isol eucyl - L-glutami nyl -D- isovalyl -L- 

isoleucyl -L-threonyl - 2 -methyla 1 anyl -L-leucyl -2 -methyla lanyl - <4R> -4 -hydroxy- 
L- prolyl - L-g ! ut ami nyl - 2 -methy 1 a lanyl - (4 JO -4 -hydroxy- L- prolyl- 2- 
methylalanyl N I ( is) - 1 - (hydroxymethy 1 ) - 2 - phenyl ethyl t - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



f 



t-Pr 0 s Me 



I 



!l Et NH 



OH 0 



H 



i-Bu s/IL 



L6 
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1996-731258 CAPLUS 
126. 151785 

Kerne! projector matrixes for Leul - zervami cin 
Huang, L . ; Massa, L. ,- Karle, J. 

Lab. structure Matter, Naval Res. Lab., Washington, 

DC, 20375-5341, USA 

International Journal of Quantum Chemistry (1996), 
60(7, Proceedings of the International Symposium on 
Atomic, Molecular, and Condensed Matter Theory and 
Computational Methods, 1996), 479-488 



ll?N O 



Me Mo 

V 



action against eel 1 - sui'f ace expression of virus glycoproteins was 
independent ot the depletion ot intracellular ATP. lsa also acts as an 
ionophore, but its action on intoxication by ricin and diphtheria toxin 
was different I rom that ot monenain. This novel action of LSA is expected 
to be useful in investigation of the mechanism of intracellular 
trafficking of proteins. 
76600-38-9. Leuci nostat in A 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); Biol (Biological study)/ uses 
(Uses) 

(leucinostatin A blockade of cell -surface expression of virus 
glycoproteins) 
7 6600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 



Et-CH CH CH C 



C- NH CH- CH Pr-i 



- C NH -CH- CH2-CH CH2 CH CH2 C Et 



Me 0 

C C 



Me 0 O Me 

i: 1 i 

C C NH CH 2 CH 2 C NH" CH 



C- NH-C- C- 



C NH CH ■ 
- CH Bu - i 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1996:730708 CAPLUS 
126:54481 

Novel blockade of cell-Burface expression of virus 
glycoproteins by leucinostatin A 

Muroi , Makoto,- Suehara, Katsumi; Wakusawa, Hiroshi; 
Suzuki, Kenichi; Sato, Tsutomu; Nishimura, Toshio,- 
otake, Noboru,- Takatsuki, Akira 

Animal Cellular Systems Lab., Inst. Physical Chem. 
Research (rikeh), Saitama, 351-01, Japan 
Journal of Antibiotics (1996), 49(11), 1119-1126 

CODEN. JANTAJ; ISSN: 0021-8820 
Japan Antibiotics Research Association 

Eng 1 ish 

The rionapeptide leucinos: . it t i n A (LSA) inhibited syncytium formation 

without profoundly affecting hn glycoprotein synthesis in Newcastle 

disease virus tNDv 1 - in f ected 0HK cells. At similar doses of LSA, 

cytopathic effect and infectious virus production were suppressed in vesicular 

stomatitis virus ( VSV) - 1 n f ected BHK cells. Blockade by LSA of 

cell suiface expression of NDV-HN and VSV-O glycoproteins was 

itemonatt at«;d. accompanied by intracellular accumulation of these virus 

glycoproteins, . LSA acts as an inhibitor of mitochondrial F-type 

il • translocating ATPase. a key enzyme in the generation of ATP, but its 
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1996:729048 CAPLUS 
126:8719 

Preparation of cyclopeptidea as calcitonin analogs 
Shibata, Kenji; Yamaaaki, Motoo.- Hamada, Masako; 
Tamaoki. Tatsuya; Kosaka, Nobuo; Sato, Soichiro 
Kyowa Hakko Kogyo Co., Ltd., Japan 
PCT Int. Appl . , 61 pp. 

CODEN: PIXXD2 

Patent 
Japanese 



PATENT NO. 

WO V629343 

W; CA, JP, I 
RW: AT, BE, ( 

CA .i 19061 3 

KP ''70623 

R. AT, BE. ( 
PT, SE 

JP 

597729B 
PRIORITY APPLN INFO.: 



APPLICATION NO. 



Al 



19960926 WO 1996-JP666 



199603 15 



DE. DK. ES. ft. 

Al 19960926 

Al 19970502 

DE. DK, ES, FT, 

B2 20060913 



FR, GB , GR, IE, IT, LU. MC . NL, PT, 
CA 1996-2190633 19960315 
EP 1996-906038 19960315 

FR, GB, GR, IE, IT, LI. LU. MC. NL, 



MAR PAT 126:8719 



JP 1996-528280 

US 1997-934741 

JP 1995-61026 

WO 1996-JP666 



19960315 
19970922 
19950320 
1996031S 



183723-02-6 CAPLUS 

L- Pro 1 inamide , glycyl -L-asparaginyl -L- tryptophyl -L-hiatidylglycyl-L- 
threonyl -L-a lanyl -L- prolyl - L- <i -asparty Iglycy 1 - L- 1 eucyl glycyl -L-aeryl - 
L- 1 eucyl -L-threonyl -L- «- glutamyl -L-valyl • L- leucy 1 - L - a 1 any 1 -L- lyayl-L- 
1 eucyl -L-alanyl - L- a lanyl -L- ty rosy 1 - (4R) -4 -hydroxy- L-prolyl-L-arginyl-L- 
threonyl -L-aspa rag inyl -L-threony Iglycy 1 -L-seryl glycyl -L-threonyl -4 -hydroxy- 
. (9-1) -lactam, (4R1- (9CI) (CA INDEX NAME) 



HO C»2 
C CH NH- C CH2 NH C CH 
O CH - Me O o 
OH 



C CH2 NH C-CH- 



Mc-CH 

i 



Z-{X)„, Asp <Trp) n -Y 



Novel calcitonin derivs represented by general formula [I; Z » Gly or 

Cys,- Xs are the same or different and each represents an u-amino 

acid residue; Y « natural calcitonin, a natural calcitonin partial peptide 

ot a natural ca 1 ci ion i n • .ma 1 ogous peptide residue,- m « an integer of 5-8,- 

n « an integer of 9-3, provided that when m - 5, then the sequence of four 

residues on the C-terminal side of • <X)m- differs from the 

sequence of the residues lit the 3- to 6-positions of natural calcitonin) 

or Pharmacol, acceptable salts thereof are prepared These peptides possess 

mo), activity and/or stability against enzyme hydrolysis superior to that 

oi calcitonin, calcitonin partial peptide, or analogs thereof. Thus, 

Fnioc Pro OH was condensed with a MBHA resin using PyBOP. HOBt . and 

N methy Imorphol ine in DMK to give Fmoc -Pro- MBHA resin, to which were 

sequentially condensed N Fwoc-amino acids, e.g. Fmoc-Thr <tBu) -OH , 

Fwor-oly oh, and Fmoc- Set ( tBu ) -OH to give the resin-bound protected 

pepr ide Fmoc- Leu -Gl y- Lyo (lioc) - Leu -ser ( tBu) -Gin (Trt ) -Glu <0tBu) - Leu -His (Trt ) - 

l.ys (Boc) Leu -Gin (Trt) -Thr (tBu) -Tyr (tBu) -Pro-Arg(Pmc) -Thr (tBu) -Asn (Trt) - 

Thi tBu) Gly-serttBu) -Gly Thr (tBu) -Pro-MBHA resin. The latter resin-hound 

peptide wad condensed with a cyclic peptide (II, R * OH) (preparation given) 

tollowed by deprotection and resin cleavage to give the title peptide 

resin II <K * Leu-Gly- Lys- Leu-Ser-Gln-Glu-Leu-Hi s- Lys- Leu-Gln-Thr-Tyr- Pro- 

Ary ■Thr-Asn-Thr-G]y-ser-G)y-Thr-Pro-NH2) . which at 10-7 m in vitro 

inhibited 6lt bone absorption in culture of osteoclast-like multinucleated 

cull on an piece of ivory 

1«3723 -02-0P 183723-21-9P 

KL: 8AC (Biological activity or effector, except adverse), BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BlOl. (Biological study).- PREP (Preparation), USES (Uses) 

(preparation ot eye) opept ides as calcitonin analogs for bone absorption 

inhibitors) 



O H2N-C-NH" (CH 2 >3 O 



-• NH-C- CH NH C CH-NH-C - CH NH C — 1 
II I, 



PAOE 2-B 

I 

CH-Me 

I 

NH 

CH- Bu-i 
NH 

c— O 

CH- (CH 2 ) 4~NH 2 
NH 

C— 0 
en- Me 
NH 



PAOE 4-B 

I 

NH OH 
C O 
CH Bu-i 
NH 

C ■ o 

CH CH2 OH 
NH 

C O 

CH 2 
NH 

C O 



CH— Bu-: 
I 



CH-CH2-CH2 C0 2 H 



I I 



f-1 



CH2 C- 
, H O 



CH 2 



I O H Me 



PAQE 6-B 



PAOB 1-C 



RN 163723-21 -9 CAPLUS 

CN L- Prol inarnide, gi ycy I ■ 1<- 1 eucy lglycyl - L-seryl - L- leucyl - L-threony 1 - L- <i- 
yluiamyl 1, valyl-L- leucyl ■ f.-a 1 any 1 -L- 1 ysyl -L- leucyl -L-alanyl • L-alanyl - L- 
tyroayl - (4R) - 4 - hydroxy - 1,- prolyl - L- argi nyl - L- threonyl - L-asparaginy 1 - L- 
threonylglycyl-L-aerylglvcyl-L-threonyl-4-hydroxy-. <4R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



HN. \ 
(CH 2 >4 | 
NH 2 ° 



Pr-i Hj 

S 3 



f 1 

1 HN J. 
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O O H2N ^ 

" H [j H 

■ r Yvy^ 



H?N N 




L6 ANSWER 305 OK 551 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE : 



CAPLUS COPYRIGHT 2007 ACS on STN 
1996:703 695 CAPLUF 
126 i 28921 

Studies on production of peptide compounds by 
cyanobacteria (IV) nodularia spumigena- 
Fujii, Kiyonaga. Ha i a da, Ken-ichi; Suzuki, MakotO; 
Adachi, Kyotco; Sano, Hiroshi. Noguchi . Kazuyoshi; 
Hirayama, Kazuo; Sivonen. Kaarina 
Faculty Pharmacy, Meijo University. Japan 
Tennen Yuki Kagobutau Toronkai Koen Yoshishu (1996), 
38th, 277-282 
CODEN: TYKYDS 

Nippon Kagakkai 
Journal 
Engl i sh 

solated from (non) toxic cyanobacteria. Nodulapeptin A and 
B, and spumitjins (i.e.. spunugir.s A, Hi, B2. and c» are isolated from 
toxic cyanobacteria Nodularia spumigena along with nodularins. Spumigin 
HKW was isolated from nontoxic cyanobacteria N. spumigena HKW. The 
structures ot these peptides are elucidated. The structures of 
nodulapoptins are similar to that of anabenopept ins . and production of these 
peptides is characteristic of the toxir cyanobacteria. 

1846B2-38-0P, Spumigin A 184 682 - i 9 - 1 P , Spumigin B \ 
184682-40-4P , spumigin 8 2 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified) ; PRP 
(Properties). PUR (Purification or recovery), BIOL (Biological study); 
OCCU (Occurrence),- PREP (Preparation) 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 

AB Peptides ate 



(production ot peptide compds . by cyanobacteria Nodularia spumigena) 
)«4A82- 3S-0 CAPLUS 

2 Pyi tol tdinecarboxamide. N- (4 - [ (aminoiminomethyl ) aminoj - 1 - 
ihydroxyrnethyl) butyl | - 1 - I 1 2R) - 2 - [ [ ( 2R) - 2 - hydroxy- 3 - (4 - hydroxyphenyl ) -1- 
oxopropy t t amino) -4 • 14 -hydroxyphenyl) -1-oxobutylJ -4-raethyl- , (2S.4S) - (9CI> 
(CA INDEX NAME) 

olute stori'ochemistry . 



Absolute stereocht;mi etry . 



ft " ° o r° 



Y" 



RN ld468;-3<"'-l CAPLUS 

CN L Ai ginin^. (<iR) - u. 4 -di hydroxybenzenepropanoyl - { uR) - 

•i ,imi no- 4 -hydroxybenzenebutanoyl - <4S) -4 -methyl -L-prolyl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry 
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CAPLUS COPYRIGHT 2007 ACS on STN 
199 6:610333 CAPLUS 
125 : 293039 

Delayed treatment method at reducing ischemia- related 
neuronal damage 

Miljanich, George P.; Bowersox. Stephen S.; Vox, Janes 
A..- Valentino. Karen L. ; Bitner. Robert S..- Yanashiro. 
Donald H. 

Neurex Corporation. USA 

U.S., 47pp.. Cont . - in-part of U.S. 5,189.020. 

CODEN: USXXAM 

Patent 
Engl ish 



DATE 



APPLICATION NO. 



DATE 



"y" 



RN lii4 662-40 4 CAPLUS 

CN D-Aiginine, d«R )-<». 4 -d i hydroxybenzenepropanoyl -( <*R) - 

•i amino- 4 hydroxybenzenebutanoyl - (4S) -4 -methyl -L-prolyl - (9CI) <CA 
JNDKX NAME)' 



US 5559096 
US S051403 
US 5139020 
WO 931014 5 



Al 



19960924 
19910924 
19930223 
19930527 



US 1991-789913 

US 1989 -440094 

US 1990-561766 

WO 1992-US9766 



19911112 
19891122 
19900802 
19921112 



MC, NL, SB 

19921112 
A2 19891122 
A2 19900802 
A2 19911112 
A2 19920717 
19921112 



, CA, HU. JP, KR, NO, RU. US 

. BE. CH, DE, DK, ES. FR . OB. OR. IE, IT, LU 

A 19930615 AU 1992-30745 

. INFO. : US 1989-440094 

US 1990-661766 
US 199J 789913 
US 1992-916478 
WO 1992 US9766 

A method and compns . for reducing neuronal damage related to an ischemic 
condition in a mammalian subject are described. The method includes 
administration of a voltage -gated calcium channe 1 -bl ock ing compound to the 
subject. 4-2J h after the onset of the ischemic condition. Such a calcium 
channel blocking compound is effective to block norepinephrine release in 
mammalian ctl<j neuronal cells and is characterized by specific, high 
affinity binding to omega - cono toxin MV1IA binding sites. Also disclosed 
are novel peptide structures useful in the treatment method of the 
invention. Thus, brain ischemia was induced in a gerbil model by 
occlusion of <:ntotid arteries for 8 min,- an omega -conotoxin peptide was 



administered i.e. v. during the occlusion period or 1 h following 
occlusion. Four to five Days after occlusion and peptide treatment, the 
liipporampal cai region of the brain was examined histol. Treatment 1 h 
post ischemia with the omega -conotoxin peptide SNX-lll 0.1 or 0.3 ng 
reduced h i ppocampa 1 damage to 30 and 23*, resp., of that seen in 
vehicle -treated controls. 
IT J7-TP 1820O4-19-9P 

RUt BAC (Biological activity or effector, except adverse); BSU {Biological 
study, unclassified); PNU (Preparation, unclassified); PRP (Properties); 
THU (Therapeutic use); BIOL, (Biological study); PREP (Preparation); USES 
(Uses) 

(delayed treatment method of reducing ischemia- related neuronal 
with omega -conotoxin- related peptides) 
RN 182*04-17-7 CAPLUS 

CN M-Conotoxin c VIA (reduced), 27 - L-tyros ine- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Me^ _^OH 

1 : 1 i ^ ii 

O (CU-> ) * O ^ 
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'v> HO Me 0... 

o o K. o 
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o Y' 



RN 1B2B04-19-9 CAPLUS 

CN L-Arginine, L-cysteinyl - L • leucy 1 - L-seryl -trans -4 -hydroxy- L-prolylglycyl - L- 
seryl-L-seryl L-cysteinyl -L-seryl -tran3 4 -hydi oxy-u-prolyl -L-threonyl-L- 
sery 1 -L-tyrosyJ - L-asparagi nyl -L-cysteinyl • L-cysteinyl -L-arginyl -L-seryl -L- 
cysteiny 1 - I,- asp* rag i ny 1 -trans -4 - hydroxy • L-prol yl - L-tyroayl - L-seryl - L- 
arginyl -L- lysyl -L-cysteinyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



X, 



■r 
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O \^ .NH2 O 
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(CH2) 4 S * 
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. 1996:604 660 CAPLUS 
125 . 301S64 

O-benzyl hydroxyproi i ne as a bioisostere for Phe-Pro: 
Novel dipeptide thiombin inhibitors 

Klein, Scott I . .- D<*ner. Jeffrey M. ; Molino, Bruce P., 
Gardner, Charles J ; D'Al isa. Rose. Dunwiddie. 
Christopher T. ; Kasiewski. Charles.- Leadley. Robert J 
Department Medicinal Chemistry. Rhone- Poulenc Rorer. 
CollegeviUe. PA, 1942$. USA 

Bioorganic Medicinal Chemistry Letters (1996), 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE : 



6(18). 2225-2230 

CODEN: BMCLE8; ISSN: 0960- 894 X 

Elsevier 
Journal 
Engl ish 



R hi 



RN 182964-65-4 CAPLUS 

CN 2-Pyrrol idinecarboxamide. 1-acetyl-N- [4 - ( ( ami noi mi nonet hy 1 ) amino) - 1- 
(chloroacetyl ) butyl) -4- (phenylmethoxy) - . t2S- l2"<R«).4p] )- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



AD A aeries ot thrombin inhibitors I [ X « H-D-Phe. Ph<CH2>2CO, Ac. Et. M' 
R : H. PhCHaO, cyclohexylmethoxy. BuO. Ph(CH2)30. Ph2CH (CH2 ) 20; Rl - 
OCHSPhl , based on the kno*n inhibitor PPACK (I, X - H-D-Phe. R » Rl « 
in rfhich the D-Pbe-Pro dipeptide has been replaced, were prepared and 
tested. I (X - Ac, R « PhCH20, Rl > H) is a more potent inhibitor of 
thrombin, and is more selective, than PPACK itself. 

IT 132964-63-2P 182964-64-3P 182964-65-4P 

1S2964-66-5P 182964-67-6P 182964-70-1P 

Ib2!*64-72.3P 182964-73 -4P 182964-74-5P 

182-364 -75-t.P 183075-42-5P 18307S-43-6P 

RL: BAC (Biological activity or effector, 

study, unclassified); spn (Synthetic preparation) 

study),- PREP {Preparation) 

(preparation of novel dipeptide thrombin inhibitors containing 
benzyl oxyprol ine 

isosteres) 

RN 1*2964-63-2 CAPLUS 

CN L-Prolinamide. D-phenylalanyl ~N- [4- ( (aminoiminomethyl ) amino) -1- 
(chiorof.cetyl) butyl i -4- (phenylmethoxy) -, ]2<i(R») , 4p) - (9C1) 

tCA INDEX NAME) 

Absolute steteochemigtry. 



except adverse) ; BSU (Biological 
BIOL (Biological 



RN 182964-66-5 CAPLUS 

CN 2 -Pyrrol idinecarboxamide, N- [4 - [ (aminoiminomethyl ) amino)'- 1 - 
(chloroncetyl ) butyl] -l-ethyl-4- (phenylmethoxy) -, |2S- 
[2«<R'l .4 1*) ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 182964-67-6 CAPLUS 

CN 2- Pyrrol i di neca rboxamide , N - 1 4 - 1 (aminoiminomei hyl ) amino) - 1- 
(chloroacetyl ) butyl) - 1 - <1 -oxopropyl ) -4 - (phenylmethoxy) - , 

[2S- |3«<R'> ,4PM • (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 13^64-64 -3 CAPLUS 

CN Z Pyrrol idinecarboxamide. N- [4 - [ (ami noimi nomethyl ) amino] -1- 

(Cbloroacetyl) butyl] - )- ( 1 -oxo- 3 -phenylpropyl ) -4- (phenylmethoxy) - 
(23- [2i(IR'1 ,4|i] J. (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



^CH 2 C1 



M <CH 2 >3 -|j 



182964-70-1 CAPLUS 

2 -Pyrrol idinecarboxamide, 1-acetyl-N- (4 - I (aminoiminomethyl ) amino) -1- 
(chloroacetyl ) butyl) -4- (2 - pheny lethy 1 ) - , [2S- |2u (R* ) ,4 p] ) - 



I SCI' (CA INDEX NAME) 
Absolut e stereochemistry 



RN lb2964-72-i CAPLUS 

CN I pyrrol icii neca rboxnmide. 1 -acetyl -N- [4 -( (aminoiminomethyl > amino] - 1 - 
(Cbloroacetyl ) butyl ) 4- (cycl ohexylmethoxy ) -, [2S- [2<i<R«l ,40] ] - 
(SCI' (CA INDEX NAME) 

Absolute stereochemistry. 

CICH2 0 

• O Ac 

H2N. N [ N 



(CH^) 3 



fJH 



RN 1 82964 -73-4 CAPLUS 

CN i- Pyrrol id t neca rboxamide . 1 -acetyl - N- (4 - ( (ami noimi nomethyl ) amino] - 1 - 
(cnloroacety! Ibutyt I -4-but.Oxy- , [2S- 12«(R») .4(1] ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry 



N S (CH 2 ) 3 



RN 162964- 74 -b CAPLUS 

CN 2 Pyrrol i dine ca rboxamide, 1 -acetyl -N- [4 - I (aminoiminomethyl) amino) - 1 - 
(chloroacetyl)butyl) -4 • (3 - phenylpropoxy ) - , US- 12«(RM . 4 p] ) - 

(SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 182964-75-6 CAPLUS 

CN 2 -Pyrrol idinecarboxamide, 1 - acetyl -N- (4 - I (ami noi mi nomethyl) amino] -1- 
(chloroacetyl )butyl] -4- ( 3 , 3 -dipheny lpropoxy) -, |2S- (2u(r«) . 4 P) ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

C1CH2 . Q 



RN 1B3075-42-5 CAPLUS 

CN L-Prol inamide . D- pheny la 1 any 1 -N- (4 - ( (aminoiminomethyl ) amino) -1- 
(chloroacetyl) butyl) -4- (phenylmethoxy) -, [ 2u (R • ) . 4 u I - (9C1) 
(CA INDEX NAME) 



Absolute stereochemistry. 



RN 183075-43-6 CAPLUS 

CN 2-Pyi rol idi neCrt rboxamide , 1-acetyl-N- [4 - t (ami noimi nomethyl ) amino] -1- 
(chloroaretyl > butyl) -4 - (phenylmethoxy) - , [2S - [2<i { R* 1 . 4 u| ) - 

(9CI) (CA INDEX NAME) 



Absolute stereochur 



try. 
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TITLE . Isolation and structure of bergofungin. a new 

antifungal peptaibol from Emericellopsis donezkii HKI 
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AUTHOH(S), Berg, A..- Rjgzua, M . ; Ihn, w.,- Schlegel , 8.. Fleck. W. 

F . ; Heinze, s . ,• Graefe. u. 
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Journa 1 
Engl i a>i 

AB Beigotungjn was isolated from the mycelium and culture filtrate of 

Emericellopsis donezkii by extraction with Et acetate followed by a series of 
chromatog. procedures. The structure of bergofungin was determined by 
established phyaicochem. procedures.. Amino acid anal, revealed the 
presence of L-valine, L- leucine, u-aminoisobutyr i c acid, glycine, 
4 hydroxy- [>• pro line, and L-g lutamine,- the mol . formula was C73H120N1 6019 . 

IT 1*1478-82-0. Bergofungin 
KL. pbp (Properties! 

(isolation and structure of bergofungin, new antifungal peptaibol from 
Emericellopsis donezkii HKI 00S9) 

RN 16 1476- 82 0 CAPLUS 

CN bergorunuin A (9CI I (CA INDEX NAME) 
Absolute sieieochemistry. Potation <»>. 
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SynthesiB of Sialyl Lewis X Mimetics and Related 
structures using the Glycosyl Phosphite Methodology 
and Evaluation ot E-Selectin Inhibition 
Lin. Chun-Cheng,- Shimazaki, Makoto; Heck, 
Marie- Pierre; Aoki, Shin,- Wang, Ruo; Kimura. Teiji* 
Ritzen. Helena; Takayaroa, Shuichi. w u , Shih-Hsiung; et 
al . 
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scribes our recent study of glycosyl phosphites for 

reactions, with particular emphasis on the investigation of 
oup and stereochem. effects on the anomeric reactivity and 



atei eoselect i vi ty , and the application of this methodol . to the synthesis 
ot Lewis X. (Lex) , Lewis Y (Ley), glycopeptide, and sialyl Lewis X (SLex) 
mimetics. Both ii-o- fucosyi -1,-threonine and n-O-fucosyl- 

( IP, 2R) - 2-aminocyclohex«tiol were found to be effective templates for the 
chemical /en zymic synthesis of SLex mimetics, and some fucopeptides prepared 
nam 5-10 times more active than SLex as inhibitors of E-selectin. 

IT |/».71 76 61' 178271 -77-7P 

PL- BAC (Biological activity or effector, except adverse); BSU (Biological 
3tu<ty, unclassified),- 5PN (Synthetic preparation) ,- BIOL (Biological 
study); PREP (Preparation) 

(synthesis of sialyl Lewis x mimetics and related structures using the 
glycosyl phosphite methodol. and evaluation of E-selectin inhibition! 

RN 17 a.! 71 .76 f. CAPLUS 

CN 1. Threonine. (4R> • 1 - {4 -cat boxy- 1 -oxobutyl > -4 - hydroxy- L- prolyl -0- (6-deoxy- 
<i • L • ga 1 actopyrunosy 1 1 - , 2-ethyl ester oci) (ca index name) 

Absolute stereochemistry 
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CN L Threomne, < 3S, 4R) - 1 - (4 - ca rboxy- 1 -oxobutyl > - 3 . 4 - di hydroxy-D- prolyl -O- < 6 - 
«eo*y-<i- I.galactopyranosy) ) - , 2-ethyl ester (9CD (ca INDEX NAME) 

Absolute stereochemistry 




IT 17b271-95.-<JP 178271 - 97 - IP 

KL. RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation),- RACT 
(Vecctant or reagent) 

(synthesis ot sialyl Lewis x mimetics and related structures using the 
glycosyl phosphite methodol. and evaluation of E-selectin inhibition) 
RN I7B271-9S-9 CAPLUS 

CN L Threonine, (4R) -1 - [1 , 5-dioxo-S- (phenylmethoxy) pentyl] -4 -hydroxy- L- prolyl - 
o (G-'rieoxy 2, 3 , 4 -tris -0- (phenylmethyl > - u- L-ga 1 actopyranosyl 1 - . ethyl 

C'Hier <9C1! (CA INDEX NAME) 

Absolute stereochemistry. 



RN 17827J-97-1 CAPLUS 

CN L-Threonine. ( 3i ; , 4 R ) - 3,4-di hydroxy - 3 - 1 1 , 5-dio 
prolyl -0- (6-deoxy- 2 . 3 , 4 -tris-O- (phenylmethyl ) 
, ethyl ester (vci) (ca index name) 

Absolute stereochemistry. 
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ich are 


conotoxin peptides 


Lhat. 


have strong 




in t 


;he signal st 


jquence and t 



the 

3' i.-ju r<iny l.ited region ot the genes coding for these peptides to the 
sequences in the <«-conotoxin peptides. The A-lineage conotoxin 
peptides Include the "-conotoxin peptides, the «- conotoxin - 
like peptides, and the conotoxin peptides. The 

u-conotoxin-pept ides generally share a "core" sequence motif. This 
core sequence is termed the u3/S core and is represented as 
Cya cys- xna-xaa-Xaa-Cys-Xaa . The "-conotoxin- 1 ike peptides 
generally share a core sequence termed the <i4/7 core and is 
represented as Cys-Cys-Xaa-Xaa-Xaa-Xaa-Cys-Xaa-Xaa-Xaa-Xaa-Xaa-Xaa-Xaa- 
Cys Thtt k- conotoxin peptides generally have a core sequence termed 
the K7/2/1/3 core and is represented as Cys-Cys-Xaa-Xaa-Xaa-Xaa-Xaa- 
Xaa Xaa-CysXaa-Xaa-Cys-Xaa-Cys-Xaa-Xao-Xaa-Cys . The peptide groups 
tichin i. ho A- lineage conotoxin peptides have diverse Pharmacol, activity. 
The ii* conotoxin peptides are potent inhibitors of synaptic 
transmission at the neuromuscular junction; these peptides are generally 
nicotinic acetylcholine receptor blockers. The k:- conotoxin peptides 
nave activities against voltage-sensitive potassium or sodium channels. 
166546-50-5 166546-53-B 
166546-61-8 166546-63-0 
66646-67-4 
77580-15-3 
77580-20-0 

R{. FiAC {Biological activity or effector, except adverse),- bsu (Biological 
study, imct-JSfli f ied) ,■ PRP (Properties); BIOL (Biological study) 

tprepm "tion, sequence, and biol . activity of conotoxin peptides) 
RN l£»&b4G-4 9 -ii CAPLUS 

CN Cysteine, glycyl -L-cysteinyl -L-cysteinyl -L-seryl -L-histidyl-trans-4- 

hydi oxy L prolyl • I, a 1 any 1 - 1.- cysteiny 1 -L- seryl - L- va 1 yl - L-asparag inyl - L- 
*sparrtginy! t rnns- 4 hydroxy -L- prolyl -b- »-aspartyl -L- isoleucyl - (9CD 

(CA INDEX NAME) 

Absol me ste» eochemist i y 
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CN L- Cysteine, glycyl -L-cysteinyl -L-cysteinyl -L-3eryl - L-hiat idyl -L- prolyl -L- 
alanyl -L-cysi einyl -L-seryl- L-valyl - L- asparaginy 1 • L- asparaginyl -trans -4 - 



hyOtoxy L prolyl -1. «> -aspnrtyl - L- iaoleucy 1 - (9CI) ICA INDEX NAME) 
Absolute stereochemistry 
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CN L- Cysteine. 1.- <• - glutamyl - L-cysteinyl • L-cysteinyl - L- threonyl - L- 

histidyl - traii3-4 - hydroxy- L- prolyl - L- a 1 any I - L- cysteiny 1 - L- hist idyl -L-valyl - 
L-seryl • L- hi at idyl - trans -4 -hydroxy -L- prolyl -L- « -glutamyl -L-leucyl- 

(9CI1 (CA 1MDKX NAME) 

Absolute stereochemistry . 
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CN L-Cysteine. L- u - glutamyl -L-cysteinyl -L-cysteinyl -L- threonyl -L- 

histidyl-L-piolyl -L-alanyl -L-cysteinyl ■ L ■ hist idy 1 - L- va lyl -L-neryl-L- 
histidyl -trans -4 - hydroxy- L- prolyl -L- .--glutamyl L-leucyl- (9CI> (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CN L Cystei r»e, glycyl - L- cyste inyl - L-cysteiny 1 - L- aeryl - L- as pa rag inyl - trans -4 • 
hydroxy- L- prolyl -L-valyl - L-cysteinyl - L-hist idyl - L- leucyl - L- «- 
glutamyl -1,- histidyl - L-seryl -L-asparaginyl -L- leucyl - (9CI> (CA INDEX NAME) 

Absolute stereochemistry . 



RN 1 ',■,'.•■! 6 ■ 6 J • 0 CAPLUS 

CN Glycine, glycylglycyl -L-cysteinyl-L-cysteinyl-L-seryl-L-phenylalanyl - trans - 
4 hydroxy- t,- prolyl - L-alanyt - L-cystei nyl - L- arg i nyl - L- lysyl - L- tyrosyl - L- 
firginyl -trans--! - hydroxy - L-ptolyl-L- <i-g 1 utatny 1 -L-met hionyl - L- 
cysteinyl- <9CI) (CA INDEX NAME! 

Absolut,? stereochemistry. 
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CN Glycine, glycyl glycyl - L-cystei nyl - L- cysteinyl - L- seryl - L- phenylal anyl ■ L- 

pi oJ yl - L- a 1 anyl -L-cysteinyl -L-arginyl-L- lysyl -L-tyrosyl -L-arginyl -tran3-4 - 
hydroxy-L-prolyl-L- u-glutamyl - L-roethionyl - L-cysteinyl - (9CI) (CA 
INDEX NAME) 
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CN L-Arginine. L* a 1 any 1 - L-cyste inyl - L- cyst* 1 ny 1 L geryl - L-tyrosyl-trans-4- 

hydroxy- L-pi ol yl -L-prolyl -L-cysteinyl - L iisparagjnyl - L- va lyl - L-asparaginyl - 
L-tyrosyl - trrtiis • 4 - hydroxy- 1,- pro 1 y 1 - L- (/-glutamyl L- i soleucyl - L- 
cysteinylglycyl«lycyl- (9CI) (CA INDEX NAME) 

Ahsolute stereochemistry 



Absolute stereochemistry. 
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CN L-Argin ine, L-a I any 1 -L-cysteiny) - L-cyst einyl -L-seryl - L- tyrosyl -l>- prolyl -L- 
prolyl - L-cysl ei ny 1 -L-asparaginyl -L- valyl - L- oa pa ray i ny 1 - L - tyrosyl - trans -4 - 
hydroxy- L- prolyl - L- n - glutamyl - L- isoleucy I - L-cysteiny lg 1 ycylglycyl - 
[9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L- Cysteine, glycyl - L-cysteinyl - I.-cystei nyl - L-Bery 1-L- hist idyl -crana-4- 
hydroxy-L-prolyl - L-alanyl -L-cysteinyl - L-oeryl - L-valyl - L-asparaginyl-L- 
aspa rag i»>- 1 • t rans • 4 - hydroxy- L- prolyl - 3 - carboxy- L- <»- asparcyl -L- 
isoleucyl- ("iCIl ICA INDEX NAME) 

Absolute stereocht?mistry. 
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CM L- Cysteine, glycyl - L- cystei nyl - L- cysteinyl- L-seryl -L- hist idyl- L- prolyl -L- 
alanyl -].- cystei nyl -L-seryl -L- valyl -L- as pa rag inyl - L- asparag inyl - trans- 4 - 



RN IHSil) lb > CAPI.US 

CN 01 ye inc. glycylglycyl -L- rystei ny 1 - L- cysteinyl - L- sei'y 1 - L-pheny la 1 any 1 - L- 

pi olyl • L .ilanyl • L- cystei ny J - L- arginyl -L- lysyl - L- tyrosyl - L- arginyl - trans - 4 - 
hydroxy L prolyl -4-carhoxy-L- u-g lutamyl - L-met hi onyl - L- cystei nyl - 
(9CI> k'A INDEX NAME) 

Absolute stereochemistry. 
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CN Gl ycine. g 1 ycy ) gl ycyl -L- cysteinyl -L- cysteinyl - L-seryl - L- phenylalany 1 - trans - 
•i hydroxy t*- prolyl - l.-al any 1 -l- cystei nyl -L- arginyl - L- lysyl - L- tyrosyl - L- 
aiginyl • tnms-4-hydroxy-l,-prolyl-4-carr>oxy-L- it-glutamyl -L-methionyl - 
UrySLeinyl- <9CI) (CA fNDEX NAME) 



PAOE 1-A 
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CN L-Arginine, L-alanyl - L-cyste inyl - L-cyst einy I - L seryl - L- tyrosyl- L»- prolyl - 
prolyl - L- cystei nyl - L- asparag invl -U' valyl L- asparag i nyl -L-tyroayl-trana-4 
hydroxy-L-pi ulyl-4-carboxy-L- "-glutamyl - L- isol eucyl - L- 
cysteinylglycyl glycyl- I9CII (CA 1NDKX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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CN L-Arginine. I, a Uny 1 - L- cyst.ei ny 1 - L- cyst e i nyl - L- sei y 1 - L- tyroayl - 1 rani -4 - 

hydroxy- L- prolyl • L-prolyl • L-cysteiny 1 - 1.- adparag iny 1 - l.-valyl -L-asparaginyl - 
L-tyrosyl-Lt ans -4 -hydroxy L-proly! -4 •oiiBoxy- L u-g 1 utamy 1 - L- 
iaoleucyl -I.-cyateinylglycylqlycyl - (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 
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Synthesis of cis-4 - hydroxy - L -prol ine and its 
incorporation into biologically important peptides 
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An efficient intrarool. Mitsunobu reacti 
trans - 4 -hydroxy- N- tr i tyl -L-prol ine to ; 
one I. This lactone is a key intermedi 
cis-4 -hydroxy- L-prol ine (Hyp) and deri\ 
synthesis. Methanolysis catalyzed by 



an resulted in the conversion of 

oxa - 5- a za - b icyc lo [ 2 . 2 . 1) hept an - 3 - 
ate in the synthesis of 
s. suitable for use in peptide 
h3P-diethyl a zodi car boxy late (DEAD) 



transformed the lactone into Ph3C-Hyp-OMe. while aminolysia in iso-Pr ale. 
gave the corresponding amide Ph3C-Hyp-NH2 . Detr i tylat ion of lactone, 
ester and amide was affected by treatment with p-toluenesul fonic acid. On 
the other hand saponification of the lactone provided Ph3C-Hyp-OH, which after 
O-benzylation and carboxy activation allowed the incorporation of Hyp into 
model peptides such as Trt -Cys (CPh3 J -Hyp <CH2Ph I - Lys (CPh3 ) -Qly-NH2 and 
Trt-Hyp(CH2Ph) - [,eu-aly-NH2 . Similar methodol . was applied to the TRH 



analog Dip-Hie tcph3 > -Hyp-OH , prepared by solid-phase methods on the bulky 
and mild ncid sensitive solid support 2 - chlorotr i tyl resin, to convert it 
to '.:lp-His {CPhj ) -Hyp lactone with inversion of configuration at C-4 of the 
Hyp residue. Transesteri f i cat ion of this lactone with MeOH/Ph3 P- DEAD, 
followed by detritylation, provided the cripepcide ester alp-His-Hyp-OMe 
which gave the corresponding amide and acid on aminolysis and saponification, 
while x ray crystal log., FT- 1 R and 1H NMR techniques were used for 
structure identification ot the thus prepared compds. 

IT USijl 09 OP 

Rt.: SPN {Synthetic preparation); PREP (Preparation) 

(synthesis of cis-hydroxyprol ine and its incorporation into biol . 
important peptides) 

RN 12<*43l-09-0 CAPLUS 

CN Glycinamide , N,S-bis(tri phenyl methyl ) -L-cysteinyl -cis-4 - (phenylmethoxy ) - L- 
proiyl -No- (triphenylmethyl) -L-lysyl- !9Ci) (ca index name) 

Absolute stereochemistry. 



yl) acetyl) proline residue), prepared by solid phase synthesis using BOC 
methodol . on MBHA resin, was stable to proteinase K and Si nuclease while 
hybridising very strongly with single stranded DNA. 

IT 1T6230-60-7P 176483-9S-7P 

RL; BAC (Biological activity or effector, except adverse),- BSU (Biological 
study, unci ass i I i ed) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation), USES (Uses) 

(preparation of nucleic acid- binding oligomers as drugs and diagnostic 
agents) 

RN 176230-60-7 CAPLUS 

CN Peptide nucleic acid, (H-T- [ (4R) - Pro) T-T- I (4 R ) - Pro) T-T- I (4R) - Pro] T-T- |{4R> - 
Pro)T) -Ly8-NH2 (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(CH 2 I4 a N 



? V 
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PATENT NO. 



CAPLUS COPYRIGHT 2007 ACS on STN 
1996:281618 CAPLUS 
124 :3441 13 

Preparation of nucleic acid-binding oligomers as drugB 
and diagnostic agents. 

Schwemler. Christoph; Poetter, Thorsten,- Mielke, 
Burkhard; Schwenner, Eckhard; Kretschmer, Axel; 
Stropp, Udo; Kosch, Winfried; Duerr, Hanshoerg 
Bayer A.-G., Germany 
Get. often. , 12 pp. 

CODEN: GWXXBX 

Patent 
German 



KIND DATE 



APPLICATION NO. 



DATE 



UK 



AU S-528321 
US 5955571' 
JP 08055692 
CA ^15t-;56 
PRIORITY APPL 



Al 19960215 

Al 19960313 
DE, DK. ES, FR, 

A 19960222 

A 19990921 

A 1996030S 

Al 19960209 



DE 1994-4427980 
EP 1995-111735 
GB, GR. IE, IT, LI, 
AU 1995-28321 
US 1995-509913 
JP 1995-216573 
CA 1995-2155496 
INFO. : DE 1994-4427980 

MlNHCANlD(CH2>mBJ K 19CH2CH2N (COCH2B) CH2CO] r)sL [A = (CH2)n, CO; 

(uii) natural nucleobase (deriv) ,• D ■ (co)p; E, g . ckr ; 
amino acid residue; E and G may be connected by a (substituted) alkylene 
chain, K - CO, S02 , CH2; 1, • H, carrier system, reporter ligand, 
SOlubi 1 i ziny group; 0 * NH , O, S, NR ; m - 0-3; n = 0-4; p - 0-2, r « 0, 1 
a 1 3o!, were prepared Thus. H -Tl -T2-T1 -T2-T1 -T2 -Tl -T2 - Lys-NH2 IT1 ■ 
am inoethyl glycine thymine residue; T2 = L- 1 rans-4 -amino- N- [ (thymin - 1 - 



19940808 
19950726 
PT, SE 

19950801 
19950801 
19950803 
19950B04 
A 1994080B 



(protected) 



4 

O N 



J . 




0 N 0 



O N O 



HN N V— N J o f 

J i X 

O t N 



I Me 



0.. 

O 

i 



1 



O N O 



RN 1»64B3 95 7 CAPLUS 

CN Peptide nucleic acid, I H - T- 1(4 S) - Pro) T-T- [ (4 S> - Pro] T-T- I (4 SI - Pro! T-T- | (4S ) - 
P r o 1 T ) • Ly S - NH 2 (9C1) (CA INDEX NAME) 



Absolute stereochemistry. 




BR 9508051 

JP 10504285 

AP 797 

W: KE , 

PL 185693 

RU 2242480 

PL 193J91 

NO 9605365 

NO 317947 

FI 9605036 

BG 63 634 

US 6420522 
PRIORITY APPLN. INFO, t 



OTHER SOURCE(S) : 



MW. SD, SZ, UO 



19971021 
19980428 
20000107 

20030731 
2004 1220 
20070228 
19970217 
20050110 
19970214 
2002073 1 
20020716 



MAR PAT 124:290273 



HR 1995-8051 

JP 1996-502478 

AP 1997-960 

PL 1995*318220 

RU 1997-100937 

PL 2005-3540 

NO 1996-S365 

FI 1996-5036 

BO 1997-101130 

US 1999-430822 

US 1994-261452 

US 1995-405581 

US 1995-440898 

US 1995-465216 

WO 1995-US7617 



19950616 
19950616 
19950616 

19950616 
19950616 
19950616 
19961213 

19961216 
19970114 
19991029 
A 19940617 
A 19950317 
A 199S0525 
A3 19950605 
M 19950616 
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1996-214750 CAPLUS 
124 : 290273 

Preparat ion of peptide analogs as inhibitors of 
inter leukin-1 beta converting enzyme ( ICE) 
Bemis. Guy W. ; Golec. Julian M. C , ; Lauffer, David J.; 
Mull icon. Michael D . ; Murcko. Mark A.; Livingston. 
David J. 

Vertex Pharmaceuticals Incorp., USA 
PCT Tnt . Appl . , 3 74 pp . 
CODKN: PIXXD2 

Patent 
Eng J ish 



PATENT NO 



WO 9535308 



APPLICATION NO. 



WO 1995-US7617 



AM. AT. AU. 



BQ , BR , BY , 



GB. GE. HU. IS. JP. KE, KG, 
MG, MN. MW, MX, NO, NZ, PL, 



EE. ES, FI. 
LU. LV, MD, 



RO, RU, SD, SE, SO. SI. SK . T J . 



PW- KE, MW. SD. 
LU, MC. NL. 
SN. TD. TG 
US 57664 66 
US 5656627 
US 5847135 
AU 9 52 94 4 6 
AU 709114 
EP 784628 



19980526 
19970812 
19981208 
19960115 
19990819 
19970723 



'. CG, CI. 

US 1994-261452 
US 1995-405581 
US 1995-440898 
AU 1995-29446 



19940617 
199503 17 
19950525 
19950616 



AT. BE. CH, DE. DK. 



Ac-Tyr Val-N 



y'" CHjCOjH 

8 CH0 



< o 



H O <■ s 



JL f 



Novel classes ot compds . are prepared, which are characterized by specific 
structural and physicochero. features comprising (a) a first and a second 
hydrogen bonding moiety, ench of said moieties being capable of forming a 
hydrogen bond with a different backbone atom of ICE selected from the 
carbonyl 0 and the amide NH group ot Arg-341 Set- 339, fb> a first and a 
second moderately hydrophobic moiety, said moieties each being capable of 
associating with a sep. binding pocket, of ICE when the inhibitor is bound 
thereto, said binding pocket being selected form the P2 , P3 . P4. and P 1 
binding pockets, and (c> an electroneg moiety comprising 21 
elecrroneg. atoms, said atoms being attached to the same atom or to 
adjacent atoms in the moiety and said moiety being capable of forming 
£1 hydrogen bonds or salts bridges with residues in the PI binding 
pocket of ICE. These conipds. and pharmaceutical compns . of this Invention 
are particularly well 9uited for inhibiting ICE activity and consequently 
may be advantageously used as agents against interleukin- 1 mediated 
diseases, including inflammatory diseases, autoimmune diseases and 
neurorfegeneraui ve diseases. Thus, ether i fication of Me 
N-tei't -butoxytrarbonyl -cis-4 -bydroxyprol inate with phenol using Ph3P and 
di-Et azodicarboxylate in THF to Me N- tert • butoxy carbonyl -cis-4 - 
phenoxyprol inate followed by deprotection with HC1 in EtOAc to Me 
4 -phenoxyprol inate hydrochloride and condensation with Ac-Tyr-V«l -OH using 
l-ethyl-3- (3 -dimethylaminopropyl > carbodi imide hydrochloride, HOBT, and 
diisopropylethylamine in DMF gave Me N acetyl - L- tyros i nyl - L-valyl- (4 - 



phenuxy>piol inate. Saponification of the Utter peptide ester with Li OH in 
aqueous 

THF to N- acetyl - L- tyrosi nyl - L-valyl- (phenoxy) prol ine followed by 
Cunritjiisii!. ion with N-al 1 y I oxycarbonyl - 4 -amino-S-beiizyloxy-2- 
oxoi eti anydrof uran gave It- [N-acetyl-L-tyrosinyl-L- valyl - (4 - 
phenoxyl prol jnyl ] -4 -ami no- 6 -benzyloxy- 2 -oxotetrahydrof uran (1:1 
rii.'istvreomer mixture), which underwent hydrogenolysis over Pd(0H)2 in MeOH 
under H atmospheric to give the title compound (I). In a IL-lf* assay with a 
mixed population of human peripheral blood mononuclear cells or enriched 
adherent mononuclear cells, I in vitro showed IC50 of 2.6 and 0.25 uM 
tor inhibiting the processing of pre-IL-lH by ICE. 

IT 17520B-92-IP 175208-93-2P 175209-40-2P 
175209-45 'P 175209-50-4P 175209-51-5P 
I76209-52 6P 17S209-60-6P 175209-68-4P 
175209-69 5P 175209-70-8P 

RL BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPH (Synthetic preparation), THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of peptide analogs as inhibitors of inter leukin - 1 beta 
converting enzyme for treating inflammatory, autoimmune and 
neurodegenerative diseases) 
RN 175208-92 -1 CAPLUS 

CN L-Prol inamide, N-acetyl -L-tyrosyl-L-valyl-N- [ (IS) -2 -carboxy- 1 - f ormyl ethyl ] - 

4 hydroxy-, (4R>- (9CI I (CA INDEX NAME) 

Absolute atei eochemistry . 



RN 175208-93-2 CAPLUS 

CN L-l>iol inamide. N- acetyl - L-tyrosyl -L- val yl-N- [ (IS) - 2-carboxy- 1 - f ormy lethyl 1 - 
4- (phenylmethoxy) -. (4R) (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 175209 4 0 i CAPLUS 

CN L Prol inamide. N-acetyl -L-tyrosyl-L-valyl-N- [ (IS) -1- (carboxyroethyl ) -3 - ( | (2- 
chlorophenyl ) methyl ] thiol - 2 -oxopropyll -4 -phenoxy- , (4R)- (9CI) (ca INDEX 

NAME) 



RN 175209-45-7 CAPLUS 

CN L-Prol inamide , N-acetyl - L-valyl -N- I (IS) - 2-carboxy- 1- 1 ormy lethyl) 
(phenylmethoxy) - . (4R>- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



175209-50-4 CAPLUS 

L- Prol inamide . N- acetyl - L- tyrosyl - L- va 1 y 1 - N- (US) -1- (carboxymethyl) -2- (7- 
methoxy-2-benzoxazolyl) -2-oxoethyl] -4 -phenoxy- , (4R)- <9CI> (CA INDEX 



Absolute stereochemistry. 



RN 175209-51-5 CAPLUS 

CN L-Prol inamide. N-acetyl -L-valyl -N- ( (IS) 1 - (carboxymethyl )- 2- (5- (2 . 6- 

dichlorophenyl) -2-oxazolyl) -2-oxoethyl] -4-phenoxy-, (4R>- (9CI) (CA INDEX 
NAME) 

Absolute HiereocheiriisL ry . 



Absolute stei eochemistry . 



RN 175:104-62 6 CAPLUS 

CN L- Prol inarnide, N-acetyl -!,- tyro9yl - L-valyl -N- [ (IS) - 1- (carboxymethyl I -2- [5- 

(Z. 6-di clilorophenyl > -2-thiazolyl ) -2-oxoethyl ) -4 -phenoxy- , (4R)- (9C1) (CA 
INDEX NAME) 

Absolute stereochemistry. 




( 



RN 1 fb'.-.O* 00 6 CAPLUS 

CN [.-Pi ol inamide, N -acetyl - L- tyrosyl - L- valyl - N- [ (IS) -1- (carboxymethyl) -2-15 
[?, 6 dichlorophenyl >- 2-oxazolyl 1 - 2-oxoethyl ) -4 -phenoxy- . (4R)- (9CI1 ( 
INDEX NAME) 

Absolute stereochemistry. 



i-Pr 



NHAc l - 



RN 115209-68-4 CAPLUS 

CN L-Prol inamide, N-acetyl -L-tyrosyl -L-valyl N- | (is) -2-cat boxy-l-fonnylethyl) - 
4- (2-propenyloxy) - , <4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

O i-Pr 



> 



RN 17S2DS-69-S CAPLUS 

CN L-Prol inamide, N-acetyl -L-valyl -N- | ( IS) 1 - (carboxymet hy 1 ) - 2 - (7-methoxy- 2- 
benzoxazolyl) -2-oxoethylJ -4-phenoxy-. [4R1- <9CI> (CA INDBX NAME) 

Absolute stereochemistry. 



Li I 



RN 17S209-70-B CAPLUS 

CN 2-Benzoxazolebutanoic acid, p- 1 1 1 (2S, 4R) - 1 -acetyl -4 -phenoxy-2- 

pyrrol idinyl ) carbonyl) amino) -7-methoxy- yoxo-, (US) - (SCI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
Double bond geometry unknown. 



c 



PREP (Preparation); RACT 



beta 



IT 175203-91 -OP 175210-03-4P 175211-26-4P 

RL: rct (Reactant); SPN (Synthetic prepnratio 
(Reactant or reagent) 

(preparation of peptide analogs as inhibitors of interleuxin 
converting enzyme for treating inflammatory, autoimmune and 
neurodegenerative diseases) 
rn nsaoa >i o caplus 

CN I.- Prol inarnide. N-acetyl L-tyrosyl -L-valyl-N- I (IS) - 2-carboxy- 1 - tormyl ethyl I - 
4-pnencxy . (4R)- 19C1I (CA INDEX NAME) 

Absolute steteocheroistry. 




RN 175110-03-4 CAPLUS 

CN L Prol inamide, N- acetyl -L- tyrosyl - L-valyl - N- I ( is )- l - 

1 | lami nocarbonyl ) hydra zono) methyl ] -3 - ( 1 . 1 -dimethy lethoxy ) - 3 -oxopropyl ] - 4 - 
(ph«nylm«?thOxyl - , <4R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



NH O 

L K 

s - ^ . 



175211-26-4 CAPLUS 

L-Prol inamide, N- acetyl - L- tyrosyl - L-valyl -N- ( (1S)-1- 

( I (aminocarbonyl)hydrazono) methyl] -3-(l, \ -dimethylethoxy ) - 3 -oxopropyl ) -4- 
(2-propenyloxy)-, (4RI- (9CI) (CA INDEX NAME) 




° o 

N 

H 2 N N 
H 
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1996:20503 1 
124 : 26174 8 
Prepai 



CAPLUS 



or. pept ide analogs 
Metz. William A., Jr.; Gal I ion 
Joseph P.; Angelastro, Michael 
Hoechst Marion Roussel. inc 
PCT Int. Appl . , 84 pp 
CODEN: PIXXD2 
Patent 
Engl ish 



PATENT NO. 



WO 9533763 



CA 2189521 

CA 2189S27 

AU 9524709 

AU 6*9589 

CN 1149877 

EP 804465 

EP 804465 

R: AT. BE, 
IE, 01. 

JP 10500992 

JP 3623799 

HU 76926 

HU 221197 

AT 24 6708 

PT 604465 

ES 2199992 

ZA 9504430 

IL 113940 

TW 403762 

FI 96047B1 




lastase inhibitors, 
even L. ; Burkhart . 
Peet. Norton P. 



KIND DATE 



APPLICATION NO 



AM. AT, AU, 
GB, GE, HU, 



KE, MW, SD. SZ, 
LU. MC. NL. PT, 



1214 WO 199S-US5618 

BY, CA, CH. CN, CZ, DE, DK, 

KP, KR. KZ. LK. LR, LT, LU, 

PT. SO. RU, SD, SE, SI, SK . 



SB, BS. PI,^^ 
LV, MD, — ' 
TJ. TT, 



CH. DE, DK 



UG, AT. BE, 
SE, BF. BJ. 

19951214 
20001219 
19960104 
19960402 
199T0514 
19911105 
20050806 
ES , KR . 



199801 27 
200502 23 
19980128 
20020B28 
2003081S 
20031231 
20040301 
19960213 
19991231 
20000901 
19970129 



CH, DE, DK. ES, FR. OB, 
CK. CG, CI. CM, GA. GN, 

CA 1995-2189527 

AU 1995-24709 

CN 1995-193 3 86 
EP 1995 918993 

CH. OR. IT. LI. LU. NL, 

JP 1996 500871 

HU 1996 3312 

AT 1995-918*93 
PT 1995-918993 
ES 1995-91B993 
ZA 1995-4430 
IL 1995-113940 
TW 1995-84105515 
FI 1996-4781 



OR. IB, IT\, 

ML. KR. NB. ) 
19950505 * / 



SE, MC, PT, 



1995050S 

19950505 
19950505 
199S0505 
199S0S30 
19950531 
199S0S31 
19961129 



NO :<605097 
UH ;:0O309S759 
US (>69}Q'12 
PRIOR J TV APPLN INFO, 



OTHER SOURCE IS) ; 



19970131 
20030522 
20040217 



US 1994-252799 
WO 199S-USS618 
US 1996-737235 



MAR PAT 124:261748 



19961129 
20001220 

A2 19940602 
W 19950505 
Bl 19961120 



RN 1750n-07-4 CAPLUS 

CN L- Pro! inamide , N- (4 - (4 -morphol i ny 1 ca r booy 1 5 benzoyl ] - L- va lyl -4- (acetyloxy) - 
N- (3 . 3 .4 ,4 ,4 -pentaf luoro- 1- (1 -methylethyl > -2-oxobutyl J - , (4R>- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



r 



AD KP4 P3 P2NHCHR 1C0X |K - H, CHO. Ac, succinyl , PhCO, tosyl , met hoxysucci ny 1 1 , 
PHCH2CO, isovaleryl. 1 - adamantaneacetyl . etc.; P4 - Ala, bAla, Leu. "lie, 
Val, Nva, bVai, Nle. bond; P3 - Ala, bAla, Leu, lie, Val, Nva. bVal, Nle, 
N Mo derivative. Pro, ind. Tic, Tea, morphol ino-substituted Lys, Orn; P2 • 
Pip, Aze. pro(4-OH>, Pro<4-OAc>, Pro(4-OBzl>; Rl - aide chain of Ala, Leu, 

lie, Val. Nva, bVai,- X • CF3, CF2H. CFH2, CF2CF3. COY, CH2C1 , NHCOR3 , 

etc.; Y = NHR3, OR3; R3 . H , .ilkyl. Ph, PhCH2, cyclohexyl, 
cyclohexylmethyl ; bAla « |t* a 1 nnyl .- bVal = p-valyl.- Nle - 
notlewcyt; Nva « norvaly); Ind « 2- indol inecarbony 1 ; Tic « 
l,?., J, 4 tetrahydro- 3 - isoqui nol inecarbonyl ,• Tea « thiazol idi ne -4 • carbony 1 ; 
Pip » pi pt'col i nyl ; Aze • a let idinecarbonyl ,> Pro (4 -OH) = 4 - hydroxyprol y 1 ; 
Pro(4-0At") - 4 -acetoxyprolyl ; ProU-OBzl) » 4 - benzy loxyproly 1 ) . were 
prepared Thus, title compound (I), prepared by solution phase synthesis, 
inhibited 

hum<in neutrophil elastase with Ki - 20 nM. 
IT r?br)lr-06-3P 175012-07-4P 175012-08-5P 

F!,: 8AC (biological activity or effector, except adverse); BSU (Biological 

stiidy, unclassified),- SPN (Synthetic preparation); THU (Therapeutic use); 

bio:. (Biological study); PREP (Preparation); USES (Uses) 
(preparation of peptide analogs as elastase inhibitors) 
RN 175012-06-3 CAPLUS 

cn L Pro 1 inamide. N- [4 - (4 -morphol inyl carbonyl ) benzoyl ]- L- valyl - 4 - hydroxy- N- 
13. J. 4,1 ,4-pentatluoro-l- (1 -methylethyl) -2-oxobutyll -, MR)- (9CI) (CA 
INDtX NAME) 

Absolute stereochemistry. 



J, I 

■I 
I 



l - pr 



O i-Pr f 




tion); RACT 



175012-16-5P 175012-17-6P 175012- 18- 7P 
175012-20-1P 175012-21-2P 

RL: RCT (Reactant), SPN (Synthetic preparation), PREP (P 
(Reactant or reagent) 

(preparation of peptide analogs as elastase inhj>ftors) 
175012-16-5 CAPLUS 

1 inamide , N- [ ( 1 , l-dyj*e^hy] ethoxy ) cartfe»fTT-L- valyl -4 -hydroxy-N- 
(3, 3,474 ,4-pellLdl luur(jrfT(i -methylethyl > - 2 -oxobut y 1 1 - , (4R>- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



c 



ii 1_ i V 

II 



i-Pr 

.L 



CN 



175,012-17-6 CAPLUS 

L- Pro 1 inamide, L- valyl - 4 - hydroxy -N- [3 , 3 , 4 , 4 , 4 -pentaf luoro- 1 - (1- 
methyleihyt) -2-oxobutyl j -. monohydrochloride , (4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry, 

. o O 

i-Pr s o t 



(J 



H 



pentiif luoro- 1 - (1 -methyl ethyl ) -2-oxobutyl ] -4 - (phenyl met hoxy) - , (4R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



t-BuO" NH 
i-Pr 5 ^ 



O i-Pr 



monohydrochloride. (4R)- (9CI) (CA INDEX 



RN 175012-21-2 CAPLUS 
CN L-Prol inamide, L- valyl -N- 13,3.4,4. 4 - penta f 1 uoro- 1 - ( 1 -methylethyl) -2- 

oxobutyll -4- ( pheny lmethoxy : 

NAME) 

Absolute stereochemistry. 
NH 2 



i-Pr 



RN IVbOIJ 18 7 CAPLUS 

CN L Prol inamide, L- valyl - 4 - laccty loxy) -N- [ 3 , 3 . 4 , 4 , 4 - pentaf luoro- 1 - ( 1 - 

methylethyl ) -2-oxobutyl )- , monohydrochloride, I4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry, 



N«2 f F 

0 O 
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WO 9534577 



CAPLUS COPYRIGHT 2007 ACS Oil STN 
1996:186065. CAPLUS 
124 1233162 

Template directed eyclization of support -bound 
pept ides . 

Moore, Michael Lee; New lander, Kenneth Allen 

Smithkline Beecham Corp., USA 

PCT Int . Appl . , J4 pp. 

CODEN: PIXXD2 

Patent 

English 

l 



DATE 
19951221 



APPLICATION NO 
WO 1995 US7620 



DATE 

19950616 



BE. CH, DE, 



BE, CH, DE, FR 



OK, ES. FR, GH. GR. IE, IT. LU. 

19970402 EP 1995 923900 

GB. IT, LI, NL 



T 19980217 JP 1996-502481 19950616 

US 1994-260933 A 19940616 

WO 1995-US7620 W 19950616 

AB Cyclic homodetic support -bound peptides QLR (Q . peptide of 3-10 amino 

acid residues cyclized from its amino terminus to its carboxy terminus; L. 
■ linker.- R ■ solid support), were synthesized by 11) preparing a linear 
resin bound peptide PglPg2Ql (L2S2) L1S1R fOl • linear peptide of 3-10 amino 
acid residues; 1.1 « linker to solid support; L2 » linker on an amino acid 
Bide chain; Pgl > protecting group (s) on reactive side chain functional 
groups,- Pg2 » optional protecting group on the amino terminus; Si » 
(protected) functional group which is attached to the solid support, 
optionally through LI, but not attached to the peptide or to L2. and which 
can react with S2 to form a covalent bond,- S2 « (protected* functional 
group on L2 which can reacL with SI to form a covalent bond), (2) removing 
protecting groups t rom Si and S2, if necessary, and forming a covalent 
bond between SI and S2 , (3) cleaving the carboxy terminus of Ql to provide 
h free carboxy group, and, if necessary, removing Pg2 to provide a free 
amino terminus. (4) cyclizing the amino and carboxy termini, and (5) 
removing Pgl. Thus, cyclo(B0C-D-Trp(OtBu) -D-Asp-Hyp-D-Val -Leu] (Hyp - 
liyrtroxyprclyl > was prepared from FMOC- (BOC) -D-Trp (OtBu) -D- Asp (O- p- Ala - 
Sue O «illyl)Hyp-D-Val-Leu-HMBA- (Aloe) -Lys-BHA resin (Aloc- 
fii lyloxyc*i bonyl , HMBA * 4 (4 - hydroxymet hy 1 - 3 -me t hoxyphenoxy ) butyra te , Sue 
■■. succinylt Combinatorial libraries of cyclopentapept ides containing Hyp at 
the 3 position were prepared and found to bind to neurokinin 3 or to inhibit 
priosphoryl.it ion by protein kinase C. 
IT BHA resin-bound 

Ri. ■ rct (fceactnnLi .- RACT (Renctant or reagent) 

(template directed cyclization of support -bound peptides) 

RN 174727-4 7-0 CAPLUS 

CN I, Leucine, N- (N- 1 1 • |N- 1 1 ■ | 1 1 , l -dimethylethoxy ) carbonyl J -N- [ ( 9H- f 1 uoren ■ 9- 
y 1 met hoxy > car bony 1 ) -D-tryptophyl ) -D- ci-aspartyl] -trans-4 - (3 - Ul , 4 - 
<ii oxo-4 - (?.-propenyloxy) butyl ] amino) - 1 -oxopropoxy 1 -L- prolyl) - D-valyl] - , 
1 [ |4- |4- 111- laminocarbonyl ) -5- [ ( (2 -propenyl oxy) carbonyl ) amino) pentyl ) amin 
ol -4 -oxobutoxy) -2 -met hoxyphenyl) methyl) 4 - ( 1 , 1 -dimethylethyl ) ester, (S) - 
I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




we o 



<CH 2 >4 s ^(CH 2 )3 S^yfJ 



i 



IT 174 727-48-.1DP , BHA res in- bound 1 74 727 - bO - SOP , BHA 
res iii -bound 

RL: PCT (Renctant), SPN (Synthetic preparation) ; PREP (Preparation)/ RACT 
(Reactant or reagent) 

(template directed cyclization of support - bound peptides) 

UN 174727-48-1 CAPLUS 

CN [.-Leucine, N (N- (trans-4- \ 2 - I (J - carboxy 1 -oxopropyl > ami no) - 1 -oxopropoxy) - 1- 
[N- 11-1(1, l-dimethylethoxy)carbcnyl | - N • i ( 9H • f 1 uoren -9 - ylmethoxy) carbonyl 1 - 
D-tryptophyl ] -D- n-asparty I ) -L- prolyl 1 -U valyl 1 - , 

1- 1 (4 - [4- 1 [B-amino-1- (ami nocar bony 1 ) pentyl ] amino) - 4 - oxobutoxy) - 2- 
methoxyphenyl (methyl) 4 - ( 1 , 1 -d i methy lethyl) ester, (S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



(CH 2 )4 g N (CH 2 )] 



t-BuO 0 



! 00 



RN 1M 727 -50 -5 CAPLUS 

CN l, Leucine, N- (N- (trans-4 - |3 • ( [4 - ( (6-amino-S- [ (4 - [4 - ( hydroxymet hyl ) - 3 - 

met hoxyphenoxy 1 -l-oxobutyl] amino] - 6-oxohexy 1 ] ami no) -1 , 4 -dioxobuty 1 ] amino) - 
1 oxopropoxy] - 1 - (n- II - ( ( 1 , 1 -dimethylethoxy) carbonyl] -D-tryptophyl ] - D- 
u aspartyl )- L-proly I ] -D-valyl ]- , 4- (1 , l-dimethylethyl) ester, (S> - 
(9CI) (CA INDEX NAME) 

Absolute stereochemi stry . 



o o 




J I 



(CH 2 >4 5 <CH2)J 
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1592 CAPLUS 



th other agents, as 

Hlavka, Joseph J. 



John F . ,• 



PATENT NO. 



1996 
124 : 136716 

Tri-. tetra-, pent* . and polypeptides and their 
therapeutic use, alone oi 
antidepressant agents 
Abajian, Henry a.,- Noble 
Innapharma, Inc., USA 
PCT Int. Appl . , 13B pp, 
CODEN: PIXXD2 
Patent 
Engl i ah 



APPLICATION NO 



WO 9530430 



WO 1995-USSS60 



H; AM, AU, 



HQ. BR, BY, CA, CN. CZ, EE. FI , 



KP, KR. KZ, LK, LR, LT, LV. MD. MG. 



19950502 
HU, IS. JP, KG, 



MX, NO, NZ, PL. RO. RU. 



RW; KE, MW, SD , 
LU, MC. NL, 



SN, TD. TG 

US 5589460 

CA 2189145 

AU 9528139 

AU 6B5292 

EP 759772 

EP 759772 

R : AT, BE, CH, 

CN 1151700 

JP 10500407 

JP 3878983 

RU 2182910 

AT 258061 

PT 759772 

ES 2215175 

TW 509574 

NO 9604561 

NO 3 17919 

FI 9604363 

IN 191479 
PRIORITY APPLN. INFO.: 



TJ. TM, TT, UA. UG, UZ, VN 

SZ, W3, AT, BE, CH, DE, UK , ES, 

PT, SE, BF, BJ, CF, CO, CI, CM. 



FR. OB. GR, IE. IT, 
GA. GN. ML, MR. NE, 



A 19961231 

Al 19951116 

A 19951129 

B2 19980115 

Al 19970305 

Bl 20040121 
DE, DK , ES, FR, 

A 19970611 

T 19980113 

B2 20070207 

C2 20020527 

T 20040215 

T 20040630 

T3 20041001 

B 20021111 

A 19961227 

Bl 20050103 

A 19961223 

Al 20031206 



US 1994 238089 
CA 1995-21B9145 
AU 1995-28139 

EP 1995-923659 

GB, GR, IE, IT, LI, LU, 
CN 1995-193885 
JP 1995-529076 

RU 1996-123269 
AT 1995 923659 
PT 1995-923659 
BS 1995-923659 
TW 1995-84 111 54 J 
NO 1996 4561 

FI 1996 4363 

IN 2001 CA198 

MS 1994 23B089 A 

WO 199S-US5560 H 

IN 1996-CA786 



19940504 
19950503 
19950502 



C, NL, PT. 
19950502 
199S0S02 

19950502 
19950502 
19950502 
19950502 
19951101 
19961028 

19961029 
20010404 
A 19940504 
W 19950502 
A3 19960S01 



OTHER SOUKCE(S): MAR PAT 124:135716 

AB Peptides are disclosed for treatment of patients suffering from 

depression. The peptides are modifications of the tripeptide hormone MIP 
(melanocyte stimulating inhibitory (actor), including modification of 



amino terminal residues, car boxy 1 terminal residues, and internal residues 
(including addition and substitution of amino acid residues and modificatior 
oi the peptide bonds and functional side groups of resp. amino acid 
residues) . The tripeptides, tetrapepcides, pentapeptides and polypeptides 
ot the invention may be used alone or in combination {with e.g. Prozac) to 
treat patients suffering from depression. 
IT :7307} -83-5 113071-84-6 173071-92-6 
173071-93.7 173071-94-8 173071-97-1 

173071- 9B-: 173071-99-3 173072-02-1 

173072- 04 3 173072-05-4 173072-06-5 
173072-05-8 173012-10-1 173072-11-2 
173072-12-3 173072-13-4 173012-14-5 
173072-1S 6 173072-16 7 173072-18-9 
173072-19-0 113072-20-3 173072-25-8 
173072-26-9 113240-11-4 113240-12-5 17324 
0 U-6 173240-14-7 173240-15-8 
173240-16-9 173240-17-0 173240-18-1 
173240-19-2 173240-21-6 173240-22-7 
173240-23-8 173240-24-9 113240-25-0 
173240-26-i 173240-27-2 H3240-2B-3 
113240-29-4 173240-30-7 173240-31-8 
173240-32-9 113240-33-0 173240-34-1 
173240-36-3 

Rli : BAC {Biological activity or effector, except adverse); bsu (Biological 
study, unclassified); THU (Therapeutic use); BIOL {Biological study).- USES 
(Uses) 

(MI F analog ( pol y ) pept ideB and use. alone or with other compds . . as 
antidepressants) 
RN 173071-83-6 CAPLUS 

CN Clyci namnle, 4 - 1 luoro-L- phenyl a lanyl - ci s-4 - hydroxy- L- prolyl - L- leucy I - 
liCl) (CA INDEX NAME) 

Absolut. e stereochemistry. 



RN 113071-92-6 CAPLUS 

CN L-Tryptophanamide, 4- f luoro- L- phenyl a lanyl - (4S) -4 -hydroxy -L- prolyl- L- 
isoleucylglycyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



Et Me 

s; 

H "Sj 



r \ T 



N 3 Ou-i 



RN 173011-84-6 CAPLUS 

CN Olycinaroide. 4 - f luoro- L-pheny la lanyl - (4S) - 4 - hydroxy- L- prolyl - L- i so leucy 1 - 
(SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 173071-93-7 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro- L-pheny lalanyl - (4 Si - 4 - hydroxy- L- prolyl -L- 
leucylglycyl- (9CD (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A PAGE 1A 




RN 173 07} - 94 -S CAPLUS 

CN i. rryptophanamide. 4-1 luoro-L- phenyls lanyl - (4S) -4 - hydroxy- L- prolyl - L- 
aryinylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CH 2 )3 )| 



r 

I N 



Nl( 1 
I I 



RN 17J071-97-1 CAPLUS 

CN L rryptophanamide, 3 - 1 luoro- L- phenyl al any 1 - (4 5) -4 - hydroxy- L- prolyl -L- 
ajginylglycyl - (5CI) (CA INDEX NAME) 



RN 113071-98-2 CAPLUS 

CN L-Trypcophanamide, 2 - f luoro- L- phenylal nny 1 - MS) - 4 - hydroxy- L- prolyl -U- 
arginylglycyl • (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



, ft H2N V 
",1 



RN 173071-99-3 CAPLUS 

CN L-Tryptophanamide. 4 -chl oro- L- pheny lalany ! - (4S> -4 hydroxy-L-prolyl-L- 
arginylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



■ -' ; J. .JU 




RN 173072-02- 1 CAPLUS 

CM L Tryptophanamide, 4 - amino - L-phenylalanyl - (4S) - 4 - hydroxy- L- prolyl - L- 
aiginylglycyl- (9CI> <ca index name) 

Abso 5 (:!..■> stereochemistry. 



N H2«^ O 



i i 



ICH 2 )3 

I' NH5 
NH | 



H 2 N 0 



\^ S N ' " NH : 



I H 



RN 173072-05-4 CAPLUS 

CN L- Tryptophan amide , O-methy ] - L- tyrosy 1 Us )- 4 - hydroxy- L- prolyl - L- 
arginylglycyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



^ S „"* V. - - S ~ „„ s 



0 ^ 3 

s 

\ 



RN 17„>072-04- J CAPLUS 

CN L rryptophanamide, 4 -ni tro- L-phenylalanyl - <4S) -4 - hydroxy -L- prolyl -L- 
ai qinylglycyl- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1730-72-06-5 CAPLUS 

CN L-Tryptophanamide, 4 • f 1 ooro- L- phenyl a 1 any I -ci s -4 - hydroxy- L- prolyl -N4 - 

(aminoinunomethyl) - L- 2 , 4 - ci iaminobutanoy Ig lycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



X 

HN NH 2 , NH 2 

i 



fi l 



RN 17 iO 77. -09-8 CAPLUS 

CN I, Tryptophanamide, 3 - ( 3 - pyr i di nyl ) - L- a lany 1 - (4S) - 4- hydroxy - L - prolyl -L- 
aiyinylglycyi- <9CI > (CA INDEX NAME) 

Absolut** stereochemistry . 



c 



2,3 1 



s NH 2 
NH 2 



4.1 » r ..v, i ■ 



RN 17j072-10-1 CAPLUS 

CN L Tryptophanamide, 4-f luoro- L-phenylalanyl - (4S) -4 -hydroxy- L-prolyl - L- 
atyinylglycylglycyl- (9cn (ca index name) 

Absolute stereochemistry. 



RN 173072-11-2 CAPLUS 

CN L-Tryptophanamide. 4 - 1 1 uoro - L- phenyl a 1 any 1 • (4Si -4 -hydroxy- L-prolyl-L* 
arginyl-L-isoleucylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L C X J 



h ^ 

N ' S > 



PAGE 1-B 



PAGE 1-A 



RN 17J0V2-12-3 CAPLUS 

CN L T: yptophanami de , 4 - t" 1 uoro- L- phenyl a 1 any 1 - <4R ) - 4 • hydroxy - L-prol yl - L- 
aiqinylglycyl-L-isoleucylglycyl- (9CI) (CA INDEX NAME) 

Absolut.-.' stereochemistry. 



I Me EC HN. 



RN 173072-13-4 CAPLUS 

CN Glycinamide. 4 - 11 uoro- L- phenylalanyl - cis -4 - hydroxy- L- prolyl - L- 
isoleucylglycyl -L-tryptOphyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH2 



RN 173072-14-6 CAPLUS 

CN L-Tryptophanamide, 4 - f 1 uoro- L -pheny la lany 1 -cis-4 hydroxy • L-prolyl -L- 
isoleucylglycyl-L-tryptophylglycyl- (9CI) (CA index name) 

Absolute stereochemistry. 



RN 173072-15-6 CAPLUS 

CN Glycinamide, 4 - f 1 uoro- L- phenyl a lany 1 -c is - 4 - hydroxy- L- prolyl - L- leucylglycyl - 
L-tryptOphyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A PAGE 1-A 

0 ' O 




X 



RN 17*072-16-7 CAPLUS 

CN L-Tryptophanamide, 4-f luoro-L-phenylalanyl-cis-4 - hydroxy- L- prolyl - L- 
leucylglycyl-L-tryptophylglycyl- (SCI) (CA INDEX NAME) 

Absolut- stereochemistry. 



NH 2 

3^, 



i * r j i 



RN 173072-18-9 CAPLUS 

CN Glycinamide, 4- f luoro- L- phenylalanyl -c is-4 - hydroxy- L-prolyl -L- 
aiginylglycyl-L-tryptophyl - (9CI) (CA INDEX NAME) 

Absolut.; stereochemistry. 



RN 173072-19-0 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L- phenyl alnnyl -ci s 4 • hydroxy- L-prolyl -L- 
arginylglycyl -L-tryptophylglycyl - (9CI» (CA INDEX NAME) 

Absolute stereochemistry. 



I O (CH 2 )3 



173072-20-3 CAPLUS 

Glycinamide. (4R> -4 - hydroxy- L-prolyl - L- isoleucy lglycyl - (4R> -4 - hydroxy- L- 
prolyl -L-isoleucyl- (9Ci> (ca index name) 



Absolute stereochemistry. 



H2N^ 



° ^NH Me Et 



RN HJ072-2S-a CAPLUS 

CN L-Tryptophanamide. 4 - t luoro-L-phenylalanyl - <4S) -4 - hydroxy -L- proly 1 -D- 
arqinylglycyl- (sen <ca index name) 

Absolute stereochemistry. 



c 




RN 173072-26-9 CAPLUS 

CN L-Tryptophiin, N- IN- [N- |N2- f 1- <4 - f luoro-L-phenylalanyl ) -trans-4 -hydroxy-L- 
proiyll-[. «rginyll -I,- isoleucyl] glycyl] - (sen (ca index NAME) 

Absolute stereochemistry. 



» »e Et » 



RN 173240-11-4 CAPLUS 

CN Glyci namide. 4 - f luoro- L- phenyl al anyl - <4R) -4 - hydroxy- L- prolyl -L- leucyl - 
(9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



( s' 

/ 



RN 173240-12-S CAPLUS 

cn Glycinamide, 4 - f 1 uoro- L-pheny 1 a 1 any 1 - MP) -4 - hydroxy- L- prolyl -L- isoleucyl - 
(9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 

•■S-° 0 °'- 



N 



RN 17i240-l} 6 CAPLUS 

CN L iryptophanamide. 4 - 1 luoro- L- phenyl* lany 1 - (4 R) - 4 - hydroxy- L- prol y 1 - L- 
isoleucylglycyl - (Oci) (CA INDEX NAME) 

Absolute stereochemistry. 



^5 




RN 17J24Q-14 7 CAPLUS 

CN L -Tryptophanamide , 4 - 1 luoro-L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl - 
leucylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 O 



r 



RN 173240-1S-8 CAPLUS 

CN L-Tryptophanamide. 4-f luoro-L-phenylalanyl- (4R) -4 -hydroxy-L-prolyl-L- 
arginylglycyl - ICA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



NH 2 r 

I . J 



RN 173240-16-9 CAPLUS 

CN L-Tryptophanamide. 3- 1 luoro- L-phenyla lany 1 • (4 R) - 4 - hydroxy- L- prolyl -L- 
arginylglycyl- I9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



PAGE 1-A 




RN 17.1240-17-0 CAPLUS 

CN L-Tryptophanamide, 2 - 1 1 uoro- L-phenylalanyl - <4R) - 4 - hydroxy- L-prolyl - L- 
arrjinylglycyl- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



H 




OH 



RN 111240-15-] CAPLUS 

CN L-'lVyptophanamide, 4 - chl oro- L- phenylal any 1 - (4R) - 4 - hydroxy- L- proly 1 -L- 
aiginylglycyl- (9CT) ica INDEX NAME) 

Absolute stereochemistry . 



PAGE l-A 

H 

H NH 2 




PACE 1-B 

CI 

RN 173240-19-2 CAPLUS 

CN L-Tryptophanamide, 4 -ami no- 1>- phenylal anyl - (4R1 - 4 - hydroxy- L- prolyl 
arginylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

H 

N NH 2 




OH 



PAGE 1-B 

NHj 

KN 1-73240-2 1 -6 CAPLUS 

CN L-Tryptophanamide, 4-nitro-L-phenylalany! (4 K ! • 4 - hydroxy- L-prolyl -L- 
arginylglycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 



PAGE 1-B 

RN 113 24 0-22-'' CAPLUS 

CN L-Tryptophanamide, o -methyl -L-tyrosyl- <4R) -4 - hydroxy- L- prolyl -L- 
arqinylglycyl- <9CI> <CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 



PAGE 1-B 

^-OMe 

rn n*24Q-2:>-a caplus 

CN L-Tryptophanamide. 4 - f luoro- L- phenyl a lanyl - trans • 4 - hydroxy- L- prolyl -N4 - 
(aminoiminomethyl > L- 2 , 4 -d i aminobutanoy lg lycy 1 - (9CI) (CA INDEX NAME ) 



PAGE 1-A 




O 



PAGE 1-B 

F 

RN 173240-24-9 CAPLUS 

CN L-Tryptophanamide, 4 - f luoro-L plieny la lanyl - <4«i 4 - hydroxy- L-prolyl - L- 
alloiaoleucylglycyl- (9Ci) (CA index name* 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 

F 

RN 173240-25-0 CAPLUS 

CN L-Tryptophanamide, 4 - 1 1 uoro- L- phenyl a 1 any 1 - <4R ) - 4 hydt oxy-L-prolyl -L- 
alloisoleucylqlycyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



0 



9 V i? T 

vu. n 1 ' 




RN 113 240-26-1 CAPl.US 

CN L-Tryptophanamide. 3- { 3 - pyr idinyl ) -L-alanyl- (4R> - 4 - hydroxy- L-prolyl - L- 
arqinylglycyl- <9CI) <CA INDEX NAME) 

Absolute stereochemistry . 



[ i: li i| h ""! | I 



RN 1*73240-27.2 CAPLUS 

CN L-Tryptophanamide. 4 - 1 1 uoro- L-phenylalanyl - (4R) -4 -hydroxy- L- prolyl -L- 
arginylglycylglycyi - («3CI> (CA INDEX NAME) 

Absolute stereochemistry. 



CX-i I j i - 

h l; h 



1 1 



RN 173240-2B-3 CAPLUS 

CN L-Tryptophanamide. 4 - f luoro-L-phenylalanyl - (4R) -4 - hydroxy- L-prolyl - 
arginyl-L-isoleucylglycyl- (9CII (CA INDEX NAME) 



Absolute stereochemistry. 



; ! ' 



v 

s 

H V 



PAGE 1-A 

r 



RN 113240-29 4 CAPLUS 

CN Glycinamide, 4 - 1 luoro- L-phenylalanyl - (4R) -4 - hydroxy- L-prolyl - L- 
iaoleucylglycyl-L-tryptophyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



) .1 



PAGE 1-A 




OH 



PAGE 1-B 

X ' 

RN 173 240-30 T CAPLUS 

CN L-Tryptophanamide. 4 - 1 1 uoro- L- phenyl a 1 any 1 - (4R) - 4 - hydroxy- L- prolyl -L- 
isoleucylylycyl -L t. ryptophy I g lycy 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 17324 0-31-8 CAPLUS 

CN Glycinamide. 4 - 1 1 uoro- L- phenyl a 1 any 1 - i4P) 4 - hydroxy -L- pi olyl-L- 
leucylglycyl-L-tryptophyl - <9C1> (ca INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O 




OH 



PAGE 1-B 



I 



RN 173240-32-9 CAPLUS 

CN L-Tryptophanamide. 4 - 1 luoro-L-phenylaiatiyt - (4R) 4 - hydroxy- L-prolyl 
leucylglycyl-L-tryptophylglycyl - (9CI) (CA INDEX NAME) 



Absolute stereochemistry, 



\b h I I 



II J 



RU 173240-33-0 CAPLUS 

CN Glycinamide. 4 - f 1 uoro- L- pheny 1 a lanyl - (4R) -4 - hydroxy- L-prolyl - L- 
arginylglycyl-L-tryptophyl- <9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



c 



,J if 

11 Ni 
NH | 

NH [ 



1 



RN 173210-34-1 CAPLUS 

CN L-Tryptophanami<le . 4 - 1 1 uoro- L-phenyla lanyl - MR) - 4 - hydroxy- L- pro 1 yl -L- 
arginylglycyl-L t ryptophylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 
S' 



0 (CH2>3 



\ S 

/ 



0.. ^NH 2 O 



■ 4 J 



c 



RN 173240-36-3 CAPLUS 

CN L-Tryptoplianamide. 4 - f luoro-L-pheny lalanyi - (4RI • 4 - hydroxy-L-prolyl -D- 
arginylglycyl - I9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



N. H2N O 



r 



o ^ s 
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Antithrombotic L-arginine aldehyde derivatives 
Chirgadze. Nickolay Yuri; Schacht. Aaron Leigh; Smith, 
oerald Floyd; wiliey. Michael Robert 
El i Li 1 ly and Co. . USA 
PCT Int . Appl . . J2» pp. 



DOCUMENT TYPE ; 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



CODEN : PIXXD2 

Patent 

Engl i ah 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 9t>23608 



AM. AT. AU. 



Al 19950908 WO 1995-US2552 

BB, BO, BR, BY, CA, CH , CN. CZ. DE. 

GB. GE. HU. JP. KE, KG, KP. KR , KZ , LK , LR, LT, 

MN, MW. MX, NL. NO, NZ, PL, PT, RO, RU, SD, SE, SG , SI, SK . T J . 



DK, EE, ES, FI, 
LU, LV, MD, MG, 



RW: KE, KW, SD, 



LU, MC. 



NL, 



BF, 



SN, TD, TG 



BE, CH, DE, DK, ES , FR , 
BJ, CF, CG. CI. CM, OA, 



GB, GH, IE, 
GN, ML, MR, 



NE, 
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US 55997<*3 
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AU 951975,1 
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PRIORITY APPLN. INFO 

OTHER SOURCE (S): 



A 19960827 

A 19970204 

Al 1995090B 

A 19950918 

Al 19961227 
DE, DK. ES, FR, 

T 19971007 

B 20000801 



ZA 1995-1618 19950227 
US 1995-397449 19950302 
CA 1995-2180141 19950303 
AU 1995-19751 19950303 
EP 1995-912668 19950303 

GR, IE, IT, LI, LU. MC, NL. PT, SE 
JP 1995-523001 19950303 
TW 1995-84 102065 19950304 
US 1994-207491 A 19940304 

WO 1995-US2552 W 19950303 

CASREACT 123:306600. MAR PAT 123:306600 
L-arginine aldehyde derivs. XYNHCH ICHO) (CH2) 3NHC { : NH) NH2 |X • prolyl, 
homoprolyl, substituted cycloalkylal kanoyl , (substituted) 

iaoquinol inecarbonyl . etc.,- Y » substituted prolyl} are prepared for use as 
thrombin inhibitors, coagulation inhibitors, and thromboembolic disorder 
agents. Thus, the plasma thrombin time in rats was doubled by 
D- homopro ly 1 - L- c i a - 4 -met hyl prolyl -L- arg inina 1 - 2HC1 (I) at 60 ng/mL. I was 
prepared by stepwise condensation of Cbz - D- homoprol ine . 4 -cis-methylprol ine 
Et ester (prepared from Cbz-4 -trans-Hyp Et ester), and Arg (Cbz) lactam-2HCl 
[prepared from Boc-Arg (Cbz ) ) , reduction with Li Al (OCMe3 > 3 , and hydrogenolys i s 
over Pd/C 

16<i819-87-BP 169819-88-9P 169820-O2-4P 

RL. BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation),- THU (Therapeutic use); 
biol (Biological study); PKEP (Preparation); USES (Uses) 
(antithrombotic arginine aldehyde derivs.) 

169819-87-8 CAPLUS 

L- Pi ol inaniide , N- {ethyl sul tonyl > - L- 2 -pheny lglycyl -N- 14 - 

[ (arninoiminomethyl lamino) - 1 - f ormylbutyl ] -4-phenoxy- , monohydrochlor ide , 

(2u(R'> ,4<i] - (9CI) (CA INDEX NAME) 



Absolute stereochemi > 



:ry. 



\t° T 



N. j. N 

s ; n s . (CH2 , 3 Y 



RN 169819-88-9 CAPLUS 

CN L-Prolinamide, N- (ethyl sul tonyl ) - D- 2 -phenyl glycyl -N- {4 - 

( (aminoiminomethyl ) amino] - 1 - formy lbutyli -4-phenoxy-, monohydrochlor ide. 
(2««<R*> ,4fi) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 169820-02-4 CAPLUS 

CN L-Prolinamide. N- (ethylsul lonyl ) -D- 2 -pheny lglycyl -N- (4 - 
( (aminoiminomethyl ) ami no) - 1 - 1 ormylbutyl ] -4-phenoxy- , 
(2ra(R-> ,4u] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



, s„ 
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1995:809571 CAPLUS 
123 :27S204 

OSAR in bradykinin antagonists. Inhibition of the 
bradykinin induced contraction of the isolated rat 
uterus and guinea pig ileum 

Felipe Pineda De Castro, L. ,- Reissroann, Siegmund 
Inst. Biochem. Biophys., Ft' i edrich- Schi 1 ler Univ., 
Jena, 0774 J, Germany 

Quantitative st rucnn e - Act i vi ty Relationships (1995), 
14 (3), 249-57 

CODEN: 0SARDI; ISSN. 093 1 8771 
VCH 

Engl ish 

antagonists with activity on rat uterus and/or guinea 
pig ileum were investigated by the Free Wilson method in the Fujita-Ban 
approach. The aubstituent contributions to antagonist activity were 
calculated by multiple linear regression. The used QSAR model adequately 



PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE : 

AB OSAR in bradykinin 



describes the expel. data, so that the assumption about additivity and 
independence of the substituent contributions to the overall activity is 
valid. The obtained results allow a survey of the effect of different 
modifications oti the antagonist potency. Information about the influence 
of various substitutions on the selectivity of the antagonists can be 
extracted from the comparison of the QSAR for both the tissues studied. 

IT 130598-37-7 130598-38-8 169275-74-5 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 

i QSAR in bradykinin antagonists: inhibition of bradykinin induced 
contraction of rat uterus and guinea pig ileum) 

RN 130598-37-7 CAPLUS 

CN Bradykinin, 3 - tt rans - 4 - hydroxy- L- proline ) -7 - D- pheny la lanine- B - (trans -4 - 
hydroxy- L -prol i ne) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



- (CH 2 >3 s J>^ 

' r r 

IT (cH2)3 X 



H2N N 
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H2N. ^.N 



O N„ 



S <CH 2 )3 s ^ 1 

H 2 N N 1 ON 
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O 0 i 



O N s (CH 2 )3 
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C0 2 H 
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PAGE 1-B 



NH 




RN 130598-38-9 CAPLUS 

CN Bradykinin, N2 O-arginy] -3- (trans-4 - hydroxy • L- prol ine ) - 7-D-phenylalanine-B- 
(tr.ms-4 hydroxy L-prol ine) - (5CI) (ca index name) 

Absolute stereochemistry. 



RN 169275-74-5 CAPLUS 

CN Bradykinin, N2-D-arginyl - 7-D-phenylalanine 8 - (ci s - 4 - hydroxy-L-proline) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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.1 Ph 
NH 0 



S - '^H 2 ) 3 



Nil 
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PATENT NO 



1995 ;79728 
124 :48165 

Conotoxin peptides of Conus striatus 

Olivera. Bnldomero M. ; Cruz, Lourdes J.; Hillyard, 

David R . Mcintosh, J. Michael; Santos. Ameurfina D 

University of Utah Research Foundation. USA 

per Int . Appl . , 66 pp. 

C0DEN: PIXXD2 

Patent 

Engl ish 



APPLICATION NO. 



WO 9511256 

W: W, CA, JP 
RW: AT, BE, CH , 
US 5514774 
AU 95108i1 
AU 681216 
EP 723146 
EP 72814f, 

R: AT, BE, CH, DK, DK 



JP 10509415 
JP 3668880 
AT 211764 
PRIORITY APPLN. 



19950427 WO 1994-US11927 

ES, FR. GB, GR, IE. IT, LU, 
19960507 US 1993-137800 

19950508 AU 1995-10831 

19970821 
19960828 
20020109 

ES, FR, GB, GR 



NL, PT. SE 



EP 1995-901691 



B2 



19980914 
20050706 
20020115 



IT. LI, LU, 



JP 1994-512187 



19941019 
A 19931019 
A2 19930629 
W 19941019 
which are 



AT 1995-901691 

US 1993-137800 

US 1993-84848 

W0 1994-U511927 

The Invention is directed to A- lineage conotoxin peptides, 
conotoxin peptides that have strong homol . in the signal sequence and the 
3 ' untranslated region ot the genes coding for these peptides to the 
sequences in the <«-conotoxin peptides. The A-lineage conotoxin 
peptides include the u-conotoxin peptides, the <i- conotoxin- 
like peptides and the n- conotoxin peptides, described further below. 
The ^-conotoxin peptides generally share a "core" sequence motif. 
This core sequence is termed the <»3/5 core and is represented as 
Cys-Cys-Xaa-Xaa-Xaa -Cys -Xaa -Xaa -Xaa -Xaa -Xaa -Cys . The «- conotoxin - 
like peptides generally share a core sequence termed the u4/7 core 
and is represented as Cys -Cys-Xaa-Xaa-Xaa -Xaa -Cys -Xaa-Xaa -Xaa -Xaa -Xaa - Xaa - 
Xaa-Cys. The -conotoxin peptides generally have a core sequence 
termed the K7/2/1/3 core and is represented as Cys -Cys -Xaa -Xaa -Xaa- 
Xaa -Xaa -Xaa - Xaa -Cys -Xaa - Xaa - Cys- Xaa -Cys -Xaa -Xaa -Xaa-Cys . 
166546-49-2 166546-50-5 166546-53-8 
166546-54-9 166546-61-B 166546-63-0 
166546-64-1 166546-66-3 166546-67-4 



167892-14-0 167892-15-1 
RL: PRP (Properties) 

(A-lineage conotoxin peptides containing) 
UN 16654 6-49-2 CAPLUS 

CN L-Cyste i ne. glycyl - L-cyste i ny 1 - L-cystei tiy 1 ■ L-seryl -L- hist idyl- 1 rans-4- 
hydroxy-L-prolyl -L-alanyl -L-cysteinyl L-seryl l,-valyl-L-asparaginyl-L- 
asparaginyl -tranB-4 - hydroxy - L- prol yl L- •> - aspar ty 1 * L- i sol eucyl - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



,1 



,7 1 . 



i-Pr 



PAOE 2-B 



PAGE 1-B 



N»2 

RN 16654 6-50-5 CAPLUS 

CN L-Cysteine, glycyl -L-cysteinyl -L-cysteinyl -L-seryl -L- hi at idyl -L-prolyl -L- 
alanyl -L-cysteinyl -L-seryl-L-valyl- L-asparaginyl-L-aaparaginyl -trans- 4 - 
hydroxy- L- prolyl -L- ci-aaparty 1 - L- isoleucyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



,NH 

H 

US /I H. S ^ 



HN 0 



ill s L 



NH 2 



RN 16654G-S3-B CAPLUS 

CN L-Cysteine. L-«i- glutamyl- L-cysteinyl- L-cyateiny 1 - L- threonyl -L- 

histidyl -trans -4 - hydroxy- L-prolyl -L-alanyl -L-cysteinyl - L- histidyl-L-valyl- 
L-seiyl -L-hist idyl -tinns -4 -hydroxy- L- prolyl L • « -glutamyl - L- leucyl - 
(9CIJ (CA INDEX NAME) 

Absolute stereochemistry. 
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H02C' 




T" 



N • J 

\5 



RN 166546-54 9 CAPLUS 

CN L-Cysteine, L-<« g 1 ut amy 1 - L- cystei nyl - L-cysteinyl - L- threonyl - L- 

hist idyl L prolyl - L-alanyl - L- cystei nyl - L- hi s t idyl -L-valyl-L- seryl -L- 
hi st idyl trans - 1 • hydroxy- L-prolyl - L- 11- glutamyl - L- leucyl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 166S46-61-8 CAPLUS 

CN L-Cysteine. glycyl -L-cysteinyl - L-cystei nyl b-seryl -L-aaparaginyl-trans-4- 
hydroxy- L-prolyl -L-valyl -L-cysteinyl • L- hist idyl - L- leucyl - L- a- 
glutamyl-L-histidyl-L-seryl-L-asparaqinyl -L-leucyl (9CI1 (CA INDEX NAME) 

Absolute stereochemistry. 



Jl 



H2N' P ( 

It ! . 



RN 166546-63 -0 CAPLUS 

CN Glycine, a) ycylglycyl • L-cysteinyl -L-cyateinyl -L-seryl • L- phenyls lanyl- trans - 
4 -hydroxy- L-prolyl -L-alanyl -L-cysteinyl-i.-aiginyl- L-lysyl - L-tyrosyl-L- 
arginyl-trans-4-hydroxy-L-prolyt-L- "-glutamyl -L-methionyl -L- 
cysteinyl- <9ci) (ca INDEX NAME) 

Absolute stereochemistry. 



H NH 

i'.Vf 



-e: 



° i" 

H 1- 



X U 



it » it 

o o 

HN 0 
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0 C0 2 H 



Me O 

H !. 

- - V . 



OH 

RN 16654 6-64 1 CAPLUS 

CN Glycine, glycylglycyl • L-cysteinyl • L-cysi-einyl L -seryl - L-phenylalanyl -L- 

prolyl -L-alanyl-L-cysteinyl -L-arginyl -h- lysyl L-tyrosy! -L-arginyl-trans-« - 
hydroxy-L- prolyl -L- »- glutamyl -L-methionyl • l, cysteinyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



<? 



s " !! J 



(CH 2 ) 3 



I H li 



KH 2 



NH 2 



0 ! 



i i 



NM 2 O 

H • 

0 i-Pr 



O OH O 



SH O 

O SH O 



0 

Me O 
" 5 H ^ 



RN 166546-66- 3 CAPLUS 

CN L- Arginine, L-a lanyl - L-cysteinyl -L-cysteinyl -L-seryl -L-tyrosyl -trans -4 - 

hydroxy- L • prolyl - L- prolyl - L-cysteinyl -L-asparaginyl-L-valyl-L-asparaginyl- 
L- tyrosy 1 - trans -4 -hydi oxy-L- prolyl -L- ^-glutamyl - L- isoleucyl -L- 
cysteinylgl ycylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



J 
\ 



T 

\ s 
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PAGE 1-A 



L i f I! 
I NH I 

° HS ho .: J H 0 . / 

s > s / 



N (CH-)J 



RN 1&6S46-6T-4 CAPLUS 

CN L- Arginine, L-a J any I • L- cyscei nyl -L-cysce iny 1 -L-aeryl -L-tyrosyl -L-prolyl - L- 
prolyl -L-cysteinyt -L- nsparag i nyl - L- valyl - L-asparaginyl - L-tyrosyl -trans -4 - 
hydroxy- L- prolyl -L- n- glutamyl -L- isoleucyl - L- cysteinylglycylglycy 1 - 
<9tT) <CA INDEX NAME) 

Absolute stereochemistry. 



Nil 

|f H3 




N \ HN O 



r i 



RN 16-7992-14 -0 CAPLUS 

CN L- Cysteine, gtycyl -L-cysteinyl -L-cysteinyl - L-seryl - L- hist idyl - trans - 4 - 
hydroxy -L-prolyl - L-alanyl - L-cysteinyl -L-seryl -L-valyl -L-asparaginyl -L- 
asparaginyl -trans- 4 -hydroxy- L-prolyl -3 -carboxy-L- a- aspartyl - b- 
isoleucyl (9C1) (CA INDEX NAME) 

Absolut* stereochemistry. 



H j 



\ 



RN 167892-15-1 CAPLUS 

CN L- Cysteine . g lycy 1 - L- cysteinyl - L- cystei ny 1 - L- seryl - L- hi st idyl -L-prolyl -L- 
alanyl -L-cysteinyl -L-seryl -L-valyl -L-asparaginyl -L-asparaginyl-trans-4- 
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Absolute stereochemistry. 
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i-Pr o q -S^ o co 2 h 
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PATENT NO. 



1995 :7»4 992 CAPLUS 
123:226693 

Plant arabi noga laci an prote 
uses in food industries 

Chen, chao-Guang; Mau. Shaio-Lim. Du, He; Oane, 
M. ,- Bacic, Antony, Clarke, Adrienne B. 
Albright and Wilson [Australia) Ltd., Australia 
PCT Int . AppI . , 13B pp. 
CODEN: PIXXD2 

Patent 
Engl ish 



K I ND DATE 



W; AU, CA, FI , JP, NZ 

RW: AT, BE, CH, DE, DK , ES. FR . 



US 5646029 

AU 9511038 

AU 690604 

EP 733106 



19970708 
19950619 
199804 30 
19960925 



AT, BE, CH, DE, DK, ES, FR. 



JP 10502521 
FI 9602240 
PRIORITY APPLN, 1 



APPLICATION NO. 



GR. IK. IT, LU, MC, 



EP 1995-902007 
GB. OR. IE. IT. LI 
JP 1994-515298 
FI 1996 2240 
US 1993 161944 
US 1994 - 276452 
WO 1994-AU744 



NL, PT, SB 
19940718 
19941201 

19941201 
MC, Hit, PT. 

19941201 

19960529 
> 19931203 
k 19940718 

19941201 



This invention provides plant arabi noga 1 actan proteins (AQPs> and their 
genes. AOPs -ere isolated from Nicot.iana alata. Nicotiana 

plumbagi ni tol ia. and Pyrus communis. Amino acid sequences of isolated AGP 
peptide mols. are presented. Isolated AtiP mols. were used to synthesize 
oligonucleotide probes to prepare oligonucleotide primers for PCR or prepare 
RNA probes to screen cDNA libraries of N. aUta. N. plumbagini folia, and 



mi no acid sequences of isolated AGP 
presents for the first time an intact 
t a corresponding AGP gene. The 
lethods useful in obtaining AGP genes 

specific isolated hydroxyprol ine -rich 
solated hydroxyprol ine- poor sequence. 



communis. CDNA clones encoding 
mols. were isolated. The inventio: 
AGP amino acid sequence derived fr 
instant invention further provides 
encoding an AGP peptide comprising 
(OAST-rich) sequence or a specific 
IT 167552-U--1 

RL: ffd (Food or teed user.- BIOL (Biolngtcal study*. • uses (Uses) 

(Nicotiana pi umbag ini i ol i a ,- pUnt arnrunogalactan protein (agp) genes 
and their uses in food industries) 

RN 167552-16-1 CAPLUS 

CN L-Asparagine, L- isoleucylg lycyl -L- alanyl L-a lanyl • t rans - 4 -hydroxy-L-prolyl - 
L-alanyiglycyl -L-seryl -trans-4-hydroxy-L prolyl -L-threonyl -L-seryl-L-seryl- 
L-prolyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me' S " 



r o Me o | 

A. 1 A X X 

— ' o 



1 

NH 2 



0 t<r»Z)4 0 I 



\R 
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° 1CH 2 )4 
H 2 N 




RL. FFD (Food or feed use); BIOL (Biological study); USES (Uses) 

(pyrus communis RT16.4,- plant arabinoga lactan protein (AGP) genes and 
their uses in food industries) 
RN 167*52-18-3 CAPLUS 
. CN L-Threonine, L- leucyl -L-seryl-trans-4 -hydroxy- L- prolyl - L- lysyl - L- lysyl - L- 
seryl -trans -4 -hydroxy- L-prolyl -L-threonyl -L-a lanyl - trans -4 -hydroxy-L- 
prolyl -L-seryl -trans -4 -hydroxy-L-prolyl -L-seryl -L-seryl - L-threonyl - 1 rans-4 - 
hydroxy-L-prolyl - 1 rans - 4 - hydroxy-L- prolyl - L-threonyl - (9C1) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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PAGE 1-B 



OH 
CQ 2 H 



167552-17-2 1675S2-20-7 167552-21-8 
167552-25-2 167552-32-1 167552-35-4 
167552-38-7 167552-39-8 167552-41-2 

RL: FFD (Food or teed use); BIOL (Biological study); uses (Uses) 

(plant, arabinogalactan protein (AGP) genes and their uses in food 
industries) 

167552-17-2 CAPLUS 

L- Phenylalanine, L-arginyl -L- lysyl - L-seryl -L- lysyl - L- phenyl a lanyl - L- 
methionyl -'L-isoleucyl-L-i soleucyl -L- prolyl -L- a lanyl -L-seryl - 1 rans-4 - 
hydroxy- L- prolyl - L- threonyl - 1 rans - 4 - hydroxy- L- prolyl - L-alanyl - trans -4 - 
hydroxy- L- prolyl - L- threonyl -t rans-4- hydroxy- L-proly 1 - L- i soleucyl - L- 
asparaginyl -L- <i - gl utamyl - L- i soleucyl - L-seryl - (9C1) (CA INDEX NAME) 

ilute stereochemist ry . 



-5° Mo ^,0H 



T ? «' 



1 I 



Me ^OH 
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HN .0 0 
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RN 1675S2-20-7 CAPLUS 

CN L- Alanine, L-valyl - L- threonyl -L-alanyl -t rans-4- hydroxy- L- prolyl - L- threonyl - 
t rans-4 -hydroxy -L-prolyi -L-seryl -L-seryl- trans -4 -hydroxy- L- prolyl -trans -4 - 
hydroxy- L- prolyl -L-seryl -L-seryl -L- threonyl -L- threonyl -L-alanyl -L-alanyl -L- 
threonyl-L-threonyl - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 2 
i-Pr 3 > 



Me 5 



0 Me^ ^OH 

* 9 



'A 



- Me O 



Me S C0 2 H 



167552-21-8 CAPLUS 
L-Valine. L-alanyl -L- lysyl- L-se 
a lanyl -I.-t hreony I - trans-4 - hydro 
threonyl -L-alanyl - L-t hreony 1 - 1 r, 
prolyl -L-seryl-L-alanyl- (9C1) 



yl -t rans-4 - hydroxy- L- prolyl -L- threonyl - L- 
y - L - pro 1 y 1 - 1 r a ns 4 - hydroxy - L- prolyl - L- 
ns-4 - hydroxy- L prolyl - t rana-4 -hydroxy- L- 
ICA INDEX NAME) 



Absolute stereochemistry. 
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PAGE 1-A 



HO 




PAGE 1-B 

Me O 




CN L- as pa ray i ne, l, - i sol eucy J g 1 ycy 1 - L-seryl - L-a lany 1 -c rans - 4 - hydroxy - L- prolyl • 
L-alanylglycyl- L-seryl • t rang -4 - hydroxy- L- prolyl - L- threony 1 - L-sery 1 -L-seryl - 

L- prolyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 167552-32-1 CAPLUS 

CN L-Leucino, I, alanyl - L- « -glutamyl - L- alanyl - L u- g lutaroyl - L- 

a lany 1 - trans - 4 - hydroxy -t, -prolyl * L- Lhreonyl -tntus 4 - hydroxy- L- prolyl -L- 
a lany 1 ■ L- leucyl-l.-9lut.ami nyl - I,- valyl - L- va lyl - I. a lany 1 - U- n - glutamyl -L- 
alany 1 -t rans - 4 - hydroxy- l - prol y 1 - L n -glut amy 1 ■ <<JCI) (CA INDEX NAME) 

Absolute stereochemistry. 



H02C 
Me * 



Me ^OH 

1 It v» 



M R 
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PN 167552-35-4 CAPLUS 

CN L-Alanine. N- It rans -4 - hydroxy- 1 - IN- (N- | N 1 1 tans • 4 - hydroxy- 1- IN-L- 

pheny lalanyl - L-seryl ) - I,- prolyl J - L - threony 1 ] L- isoleucyl I L-seryl J -L- 

prolyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



H2N o 
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RN 1675b2-3B-V CAPLUS 

CN L-Serine, L- va 1 y 1 - L- va ly 1 ■ L - a 1 Any 1 - L- «« -g 1 utarnyl - L-a 1 any J - trans- 4 - 
hydroxy -L- prolyl - L- «i-glutamyl - l- leucyl -L-va lyl - c rans -4 - hydroxy- L- 
pi oly 1 -L- cnreonyl - trans -4 - hydroxy- 1> - prolyl - L-valyl - trans -4 - hydroxy - L- 
prolyl- L-threonyl -trans-4 -hydroxy-L-prolyl - (9CD (CA index NAME) 

Absolute stereochemistry. 



NH 2 j NH 

NH ' s 

3 1 { 
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CO2H o 
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RN 1675S2-39-B CAPLUS 

CN L-Tyrosine, N- (N- Itrans • 4 - hydroxy- 1 • IN- I trans -4 - hydroxy - 1- IN- (trans-4- 

hydroxy-1- IN- ltrans-4 -hydroxy- 1 - (N-L- leucyl L-valyl ) -L-prolyl) -L-threonyl) - 
L-prolyl] -L-valyl 1 -L-prolyl ) -L-threonyl | - L-prolyl I -L-seryl) - (SCI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me ^OH 
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RN 167552-41 -2 CAPI.US 

CN L-Tyrosine, L-a 1 any 1 - L- <» -g lutamy 1 - L- a 1 anyl - L- " -g 1 utamy 1 - L- 

alany! -t rans -4 -hydroxy- L-prolyl - L threonyl -trans-4 - hydroxy- L-prolyl -L- 
alanyl - L- leucyl ■ L glutaminy t - L- va lyl L- valyl -I, alanyl - L- <i-gluta<nyl-L- 
alanyl -trans-4 -hydroxy-L-prolyl ■ L- n-gluiawy 1 I. leucyl -L-valyl-trans- 
4 -hydroxy-L-pro) yl -L-threonyl -trans-4 -hydroxy L-prolyl - L-valyl -trana-4 - 
hydroxy-L-prolyl -L-threonyl -trans 4 - hydroxy- L- prol yl -L-seryl- (9CI> (CA 

INDEX NAME) 
Absolute stereochemistry. 
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AB Structure-acti 
inhibitors of 



baaed on arginine and lysine-, synthesis, stability and 

biological characterization 

Brady, Stephen F ; Sisko, John T,,- Stauffer, Kenneth 
J,; Col ton, Christiana D ,• oiu. Howard; Lewis, Sidney 
D. , Ng, Assunta S.,- Shater. Jules a.,- Bogusky, Michael 

J.; et al. 

Dept. Med. chem. and Dept. Biol, chem. , Merck Res. 
Labs., west Point, PA, 194 86, USA 

Bioorganic & Medicinal Chemistry 11995), 3(B), 1063-78 

CODEN: BMECEP; ISSN: 0968-0896 
Elsevi er 
Journal 
English 

vity investigations in a series of tripeptide amide 
thrombin, and the development oi a series of highly potent 
active site directed ct-keto carbonyl inhibitors having the side 
chain of lysine at Pi are reported. Compds . of this class are unstable by 
virtue of react ivicy at the elect rophi l i c carhonyl and racemi ration at the 
adjacent carbon (CH> . Modifications of prototype u-ketoester 
R-D-Phe-L-Pro-L-Lya-CORl ( I .• F . H, Rl « OMel have afforded analogs 
retaining nanomolar Ki . Optimal potency and stability have been realized 
in «-kctoamides 1 ir . Me, Rl » NHMe) <Ki = 2.8 nM) and I (R - Me, 
Rl - NH2) (Ki > 0.25 nM) . 
IT 171412-56 9P 

RL: BAC (Biological activity or el rector, except adverse); bsu (Biological 
study, unclassified); SPN (Synthetic preparation),- BIOL (Biological 
Study); PRF.P (Preparation) 

(preparation, stability, and bio! . characterization of arginine- and 
lysine based amide and <»- ketocarnonyl thrombin inhibitors) 

RN n 14 12- 5'.- 9 CAPLUS 

CN L-Argininamide, D- pheny 1 □ 1 any 1 - 1 rang - 4 - hydroxy • L- prol yl - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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T cell epitopes of ryegrass pollen allergen 
Griffith, Irwin J..- Kuo. Me i -Chang 
Immulogic Pharmaceutical corp.. US 
PCT Int. Appl . , 109 pp. 
CODEN: PIXXD2 

Patent 
Eng 1 i sh 



Luqman, Mohammad 



PATENT NO. 
WO 950672B 



K 1 ND DATE 
A2 1995030* 



APPLICATION NO. 
WO 1994-US9024 



0ATB 
19940805 



WO 9506728 



JP, KP. KR , KZ. LK 
RU, SD, SE, SK. UA 
RH: AT, BE, CM, DE, DK 
BF, BJ, CF, CG, CI 

CA 216BS65 

AU 94 75597 

EP 714440 



19950504 

BY, CA, CH, CN, CZ, DE, DK, ES, FI , GB, HU. 

LU, LV, MG, MN, MW, NL, NO, NZ. PL, PT. RO, 

US. UZ. VN 

ES, FR, GB, GR, IE, IT, LU/MC, NL. PT, SB. 

CM, GA, GN, ML, MR, NE . SN . TD, TG 



AT. 



Al 

iE, CH, DE, DK. 



JP 09504167 

ZA 9406068 

US 5710126 

FI 9600629 

NO 9600553 

US 711233 3 
PRIORITY APPLN. 



199S0309 
19950322 
19960605 
ES, FR, 
19970428 
19950328 
19980120 
19960412 
199604 12 
20060926 



CA 1994-216B565 
AU 1994-75597 
EP 1994-925803 



19940805 
19940805 
19940805 



GR. IE, IT, LI. LU, MC, NL, PT, SE 



JP 1994-508127 19940805 

ZA 1994-6068 19940812 

US 1995-440861 19950515 

FI 1996-629 19960212 

NO 1996-553 19960212 

US 1996-737904 19961120 

INFO.; US 1993-106016 A2 19930831 

US 1993-31001 A2 19930312 

WO 1994-US9024 W 19940805 

AB Peptides of Lol pV, a major protein allergen of the species Lolium 
perenne, are provided. Therapeutic peptides comprising £1 T cell 
epitope, or preferably 2:2 T cell epitopes of a protein allergen of 
Lol pV, are provided. Diagnostic peptides within the scope of the 
invention bind IgE. The invention also provides modified peptides having 
similar or enhanced therapeutic properties or other desirable properties 
as the corresponding, naturally-occurring allergen or portion thereof. 
Further provided are nucleic acid sequences coding for peptides of the 
invention, Use of the therapeutic compns . comprising one or more peptides 
of the invention in the manufacture of medicaments for treating sensitivity to 
Lol pV or an allergen immunol . related to Lol pV, or for general ryegrass 
senaitivity in an individual, is also provided. The invention also 
provides nucleic acid sequence coding for Dac gV protein allergen as well 
as the amino acid sequence of Dac gV protein allergen. 

IT 165526-76-1 

RL. THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(LPI-l.l; T cell epitope of Lol p I peptide of Lolium allergen and its 
use as therapeutic and diagnostic) 
RN 165526-76-1 CAPLUS 

CN L-Aspartic acid, L- i soleucyl -L-alany 1 -L-lysyl -L-valyl-trans-4 - hydroxy- L- 

prolyl -L- prolyl glycyl • trans -4 -hydroxy- L-prolyl-L-asparaginyl-L-isoleucyl-L- 
tnroonyl L-alanyl-L- u - g 1 u tamyl - L- tyrosylglycy 1 - L- <i -aspartyl - L- 
lyayl-L-tryptophyl -L-leucyl- (9CI) (CA INDEX name) 

Absolute stereochemistry. 
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Thimet oligopeptidase specificity: evidence of 
preferential cleavage near the C-terminus and product 
inhibition from kinetic analysis of peptide hydrolysis 
Knight, C. Graham,- Dando, Pam m.,- Barrett, Alan J. 
Dep. of Biochemistry, Strangeways Res. Laboratory, 
Cambridge, CB1 4 RN, UK 

Biochemical Journal (19951, 308(1), 145-50 
CODEN: BIJ0AK; ISSN: 0264-6021 
Portland Press 
Journal 
Engl ish 

=e specificity of human thimet oligopeptidase (EC 
nvestigated with oligomers of glycyl - prolyl - leucine (OPL)n 
3, 4 and 5. These peptides were cleaved only at Leu-Oly 



bonds to give GPl, as the single final product. Hydrolysis was most rapid 
with (GPL) 3 and slowest with (GPL) 5 . The more water-soluble oligomers of 
Cly-Hyp-Leu showed the same trend. (Gly-Hyp- Leu ) 6 was not hydrolyzed, 
consistent with the previous finding that substrates larger than n amino 
acids are not cleaved by thimet oligopeptidase. The cleavage of (GPL>3 to 
GPL fitted a sequential first-order model. First-order kinetics were 
unexpected as the initial substrate concentration was greater than Km. The 
anomaly was also seen during the cleavage of bradykinin and neurotensin, 
and in these cases first-order behavior was due to potent competitive 
inhibition by the C-terminal product. The sequential mechanism for (GPL) 3 
breakdown by thimet oligopeptidase does not discriminate between initial 
cleavages towards the N • or C-terminus. As isoleucine is an unfavorable 
residue in Pi, substrates were made in which selected leucine residues 
were replaced by isoleucine. GPL- -GPI - -GPL (where represents the bond 
between the tri peptide units) was resistant to hydrolysis and 
GPI - - GPL - -GPL was cleaved only at the -Leu-Oly- bond. Expts. with 
isoleucine-containing analogs of (Gly-Hyp-Leu) 4 showed that thimet 
oligopeptidase preterred to cleave these peptides near the C-terminus. 

IT 16S904-47-2 165904-48-3 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties),- BIOL (Biological study),- PROC (Process) 

(evidence ol preferential cleavage of peptides near C-terminus by human 
thimet oligopeptidase and product inhibition) 
RN 165404-4 7-; CAPLUS 

CN L- Leucine, glycyl - 1 rans - 4 - hydroxy- L- prolyl-L- leucylglycy 1 - trans - 4 - hydroxy - 
L-prolyl - L- leucylglycyl -trans-4 -hydroxy-L-prolyl -L- leucylglycy 1 -trans-4 - 
hydroxy ■ L- prolyl -L- leucylglycyl- trans-4 -hydroxy-L-prolyl - L- leucylglycyl- 
trans-4-hydroxy-L-prolyl - (9CI) (ca index name) 

Absolute stereochemistry. 
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RN 165904-4B-3 CAPLUS 

CN L-Leucine, N- ll- (N- IN- [1- IN- IN- II- [N- [N- ( 1 - gl ycy 1 - 1 rans - 4 - hydroxy-L- 
prolyl )- L- 1 eucyl 1 glycyl ) -trans -4- hydroxy -L-prolyl] - L- leucyl I glycyl] -trana- 
4 -hydroxy-L-prolyl) -L- leucyl I glycyl 1 - 1 rans -4 - hydroxy- L-prolyl] - (SCI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Thi 5,8,0- Phe7 ) bradyki n in which is known to inhibit the hradykinin-induced 
contraction in the rat uterus but not in the guinea piq ileum was a weak 
but selective antagonist for thvj adenylate eye 1 ase- coupled bradyki nin 
receptor in guinea pig ileum. Altogether, in guinea pig ileum membranes 
the inhibitory, adenylate eye 1 ase - coupl eo bradykinin B2 receptor with pM 
affinity towards bradykinin exhibits a unique antagonist profile and is 
distinguished from the excitatory bradykinin B2 receptor with nM affinity 
towards bradykinin. 

IT 127634-27-9 , B 5092 

RL: BAC (Biological activity oi effector, except adverse); BPR (Biological 
process), BSU (Biological study, unclassified); BIOL (Biological study)/ 
PROC (Process) 

(bradykinin B2 receptor antagonists receptor binding and effect on 
bradykinin- induced adenylate cyclase inhibition and contraction in 
ileum) 

RN 127634-27-9 CAPLUS 

CN L-Arginine, L-arginyl -L-prolyl - l.-prol y lg 1 ycy 1 - L-phenylalanyl -L-seryl-D- 
phenylalanyl - (4R) -4 -hydroxy-L- prolyl (9CD (ca index NAME) 
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The adenylate cyclase- inhibiting bradykinin receptor 
in guinea pig ileum membranes exhibits an unique 
antagonist profile 

Liebmann, Claus; Graness, Angela; Adomeit. Antje; 
Nawrath, Steffen 

Institute of Biochemistry and Biophysics, Biological 
Faculty, Friedrich-Schi 1 ler-University , Ph i 1 osophenweg 
12, 0-7743, Jena, Germany 

European Journal of Pharmacology, Molecular 
Pharmacology Section (1995), 289(2), 403-7 

CODEN: EJPPET; ISSN: 0922-4106 



Els 



-ier 



Journa 1 

thf present study was to characterize more precisely an 
nylnte cyclase-coupled bradykinin receptor in guinea pig 
ileum membranes. Therefore, the effects of various well-known bradykinin 
B2 receptor antagonists were examined at the level of bradyk i ni n - i nduced 
inhibition of ileal adenylate cyclase activity and compared with both 
their binding affinities and their potencies to antagonize ileal 
contraction evoked by bradykinin. A group of three highly potent 
antagonists was able to antagonize both bradykinin - induced adenylate 
cyclase inhibition and smooth muscle contraction. Several other 
antagonists abolished the bradykinin- induced ileal contraction but did no 
influence its action on adenylate cyclase. The compound ID-Nail, 
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Deriving accurate inteipiotoit distances from ROESY 
spectra with limited knowledge Ot scalar coupling 
constants via the carnival algorithm. An iterative 
complete- relaxat ion mat rix approach 
Liu, He; Banville. Deh> a Li Basus. Vladimir J., 
James, Thomas L. 

Department ot Pharmaceutical Chemistry. University of 



California, San Francisco. CA. 94143-0446, USA 
SOURCE : Journal of Magnetic Resonance, Series B (1995), 

107(1) , 51-9 

CODEN: JMRBE5; ISSN: 1064-1866 

PUBLISHER: Academic 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A method (termed CARNIVAL) for accurately determining distances from proton 
homonuclear rotat i ng- f rame Overhauser effect spectroscopy (BOESY) is 
described. The method entails an iterative calcn. of the relaxation 
matrix using methodol . introduced with the MARDIGRAS algorithm for anal, 
ot two-dimensional nuclear Overhauser effect spectra. The situation is 
complicated in the case of R0E5Y as spectral peak intensities are 
iniluenced by resonance offset and contributions from homonuclear 
Hart<nann-Hahn (H OH AHA) transfer if the nuclear spins are related by scalar 
coupling. The effects of spin- locking field strength on distance detns. 
and the ensuing distance errors incurred when HOHAHA corrections are made 
with limited knowledge ot scalar (J) coupling information have been 
evaluated using simulated ROESY intensities with a model peptide 
structure. Accurate distances can be obtained with little or no explicit 
knowledge of the homonuclear coupling consts . over a moderate range of 
spin-locking field strengths. The CARNIVAL algorithm has been utilized to 
determine distances in a decapeptide using exptl. ROESY data without measured 
coupling consts. 

IT 16B784-47 2 

Rt, . PRP (Properties) 

( interproton distances in peptides from ROESY spectra with limited 
knowledge of scalar coupling consts.) 

RN 168784 -47- 2 CAPLUS 

CN 1 L- Prol inamide, L- tryptophyl -L- isoleucyl - L-g 1 utaminy 1 - L- isovalyl - L- 

isoleucyl - L- threonyl -2 -methyl alanyl-L-leucyl - 2 -methylalany 1 - (4R) -4 -hydroxy - 
L- prolyl -L-glutaminyl -2-methylalanyl- (4R) -4 - hydroxy -L- prolyl - 2- 
methylalanyl-N- ll- (hydroxymethyl) -2-phenylethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Patent 
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AT, DE. CH, DE, DK . FR . GB. IT, 



IT, LU, MC, NL, PT, 



CH, DE. DK 



AU 1994-71158 



EP 1991 920316 



2003OB2O 
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CA 1994-2165566 
EP 1994-920316 
WO 1994-US7194 

OTHER SOURCE IS) ; CASREACT 123:50449; MARPAT 123:5044 9 

AB Substantially pure conotoxins are provided which inhibit synaptic 

transmissions at the neuromuscular junctions and which are useful both in 
vivo and in assays because they specifically target particular receptors, 
such as the acetylcholine receptor, and ion channels. The peptides are of 
such length that they can be made by chemical synthesis. The peptides may be 
used to Analyze acetylcholine receptors and in pharmaceuticals (no data) . 
Thirteen different conotoxins containing 16-46 amino acids were prepared by 
solid phase peptide synthesis and tested for biol . activity. 
IT 162381-42-2P 162381-43 3P 162381-44-4P 
162381 -45- 5P 

RL SPN (Synthetic prepnrnc ion) ,• THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(conotoxins having acetylcholine receptor binding properties and their 
use in receptors assays and pharmaceuticals) 
RN 162381-42-2 CAPLUS 

CN Glycinamide, L-cysteinyl -1,-cysteinylglycyl -L-valyl- (4R) -4 -hydroxy - L- prolyl - 
L-asparag inyl-L-alanyl -L-ulanyl- L-cysteinyl -L- prolyl- (4R) -4 -hydroxy-L- 
prolyl -L- cysteinyl -L-valyl -L-cysteinyl - L- as pa rag i nyl - L- lysyl - L- threonyl -L- 
cysteinyl • (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 162381-43-3 CAPLUS 

CN L-Qlutamamide, glycyl - L- cyst e i nyl - L- cyst einylg lycyl - L-seryl -L- tyrosyl- 
trans-4-hyriroxy-l.-prolyl • L-asparaginyl -L-alanyl -L-alanyl - L- cysteinyl -L- 
hist idyl -trans -4 -hydroxy-L- prolyl - L -cyst ei nyl - L seryl - L- cysteinyl -L- lysyl - 
L-d-asparty) - L- arg inyl - 1 rans-4 - hydroxy- L- prolyl -L-seryl - L-tyrosyl-L- 
cysteinylglycyl - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 162381-44 -4 CAPI.US 

cn L-oiutamamide , glycyl -L-cysttiiuyl - L- cysteinylglycyl - L-seryl -L- tyroayl - 
trans -4 - hydroxy- prolyl - L- a spa rag inyl -L-al anyl -L-alanyl -L-cysteinyl -L- 
histidyl -L-prolyl -L-cysteinyl -L-aeryl - L ■ cyst e i ny 1 - U- lysy L -L- a- 
aapartyl -L-areunyl - trana-4 -hydroxy - L- prolyl L-seryl - L- tyrosyi- L- 
cysteinylglyoyl- (9cn (ca index name) 

Absolute stereochemistry. 
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RN 162381-4b-5 CAPLUS 

CN L-Cysteinnmide. L-cyateinyl -I. cyateinylglycyl -L-valyl - trans -4 -hydroxy-L- 
prolyl-L-fisparag inyl - L-a lany 1 -La lanyl - L- cysteinyl - L-nisc idyl-trana-4- 
hydroxy- L-prol yl - l.-cysteinyl • L> valyl - L-cysr e iny I L,- 1 yyy t - L - a a pa rag inyl - L 
chreonyl- ocn (ca index name) 



Absolute scereochemist ry . 
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Structure activity studies on chemically modified 
homologs of the antibiotic phytotoxic leucinostatin A 
vertuani. G . ; Soggian, M . ; Scatturin, A.» Ricci. M. ; 
BaJbocchino, B. Meli; Tuttobello. L. ; Rossi, C. 
Dip. Sci . Farm.. Univ. Ferrara, Farrara. 1-44100, 



SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 

LANGUAGE; Engl 
AB The synthesis and a con format: 
well-known antibiotic, phytot< 
all the conpda . are discussed 
relations of these compds . ar 
ci-helical conformation and/or 



Italy 

Journal of Antibiotics (1995), 48(3), 2 

CODEN: J ANT A J ; ISSN: 0021-B820 

Japan Antibiotics Research Association 
Journal 



nal study of a number of homologs of the 
ic leucinostatin A are reported. The CD of 
Some conclusions on the structure-activity 
drawn. The influence of the 

increased lipophile character on 



interesting biol . activities is emphasized. 
IT 76600-38-9DP , Leucinostatin A. analogs 93667-70-0P, 
Leucinostatin A 2 1474S0-25-7P 163 089- 75 - 6P , 
Leucinostatin A 3 
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(structure-activity studies on chemical modified homologs of leucinostatin 
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h-Alaninamide. (2E.4S) -4 -methyl - 1- J f 4 tf ) -4 -met. hy I 1 -oxo- 2 - hexenyl) -L- 
prolyl - (2S. 4R. 6E> -2-amino-4 -methyl -B-oxo- 6-riecenoyl - OR) -3- (acetyloxy) -L- 
leucyl - 2 -methy la lany 1 - L- leucy I • L- leucyl -methyl. 1 1 any 1 - 2 -methylalanyl -N- 
1 (IS) -2- (dimethylamino) - 1 -methyl ethyl) • (SCI) (CA INDEX NAME) 
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93667-72-2P, LeiJC i nostat i n A 7 93 697- 27 - 9 P . 

Leucinoatatin A 4 1 63 089 - 76 - 7P , Leucinostat in A 5 
16J133-42-4P , Leucinostatin A 6 

RL : BAC (Biological activity or effector, except adverse),- BSU (Biological 
study, unclaasi t ied) ; PRP (Properties); spn (Synthetic preparation); BIOL 
(Biological study) , PREP (Preparation) 

Istructure-act i vity studies on chemical modified homologs of leucinostat i n 
A) 

93667-72-2 CAPLUS 

Leucinostat in A, 1- | (4S) -4-methyl-l- (US) -4- me thy 1-1 -oxohexyl ] -L-prol ine) - 
2 I <2S, 4fl. 6E) - 2 -amino-4 -methyl - 8- oxo- 6-decenoi c acid]-, acetate (ester) 
(9CI) (CA INDEX NAME) 



93697-27-9 CAPLUS 

Leucinostat in A, - 1 - [ (4S) -4 -met hyl - 1 - [ (4S> - 4 methy 1 - 1 -oxohexyl) -L-proline) - 
2- I <2S, 4S> -2-ami no-4 -methyl -B-oxodecanoic- aciril-, acetate (eater) (9CI) 
(CA INDEX NAME) 



Mo O O Me O Me O 

Me2N-CH2" CH-NH C CH2 CH2 NH C C NH C C NH C 



i-Bu CH NH- C 
i - Bu CH 



Me 2 N- CH; CH NH-C CH2 ~ Ch2 " NH - C C~ NH~ C — C~ NH— C 



Et CH CH 2 CH2 C 



i - Bu- CH- NH- C 

i-Bu- CH- 



Et-CH- CH2~CH2"C . 



PAGE 1-B 



PAGE 1-B 



Me O I OAc 

ii ! ■ 

O C- NH-CH CH- Pr-i 0 

r i 'i 

-C NH-CH CH2-CH (CH 2 )3"C-Bt 



II I 

• NH-C- C NH- C 
I 

Me O OH 

I! . 

O C" NH • CH CH * Pr-i O 
II I . 
C- NH- CH CH2 CH (CH 2 )j C Et 



163Q89-T6-7 CAPLUS 

Alaninamide. (4S) -4 -methyl - 1- | (4S> -4 -methyl - 1-oxohexyl] -L- prolyl - 
(2S, 4R) -2-amino-4-methyl-8-oxodecanoyl- (3R) - 3 -hydroxy- L- leucyl - 2 - 
methy la lanyl - L- leucy 1 - L- leucyl -2-fnethylalanyl-2-methylalanyl-N- 1 (IS) -2- 
(dimethylamino) - 1 -met hy lethyl ] - (9CI) (CA INDEX NAME) 



163133-42-4 CAPLUS 

H-Alaninamirje. 14 S) -4 -methyl - 1- ( <4S) -4 -methyl - 1 -oxohexyl J - L- prolyl - 
(2S, 4R, 6E) -2-amino-4 -methyl -B-oxo-6-decenoy I ■ (3P) - 3 - hydroxy- L- leucy 1 - 2 - 
methy Lai any 1 - L- leucy 1 -L- leucy 1 - 2 -met hy la 1 any 1 - 2 -me thy la 1 any 1 -N- [ (IS) -2- 
(dimethylamino) - 1 -met hy let hy 1 1 - <9CI> (CA INDEX NAME) 



Me O O Me 

I II I 

Me2N- TH2 CH NH- C CH2 CH2 NH" C C~ N 



2N CH2 CH NH C (Mil CH 2 



O Me O Mo 

C C NH C C I 



i-Bu - CH- NH-C 

I 



i • Bu CH NH C 
1-Bu CH 



Et-CH-CH2~CH 2 -C 



Et CH CH 2 CH2 C 



— NH" C C NH C 

Me O OH 
II I 

O C* NH-CH CH Pr-i O 
I. I li 
-C NH CH CH 2 - CH CH2 CH = CH- C- Et 



16600-38-9. Leucinostat in A 

RIj: RCT (React«nt>; RACT (Reactant or reagent) 

(structure-activity studies on chemical modified homologs of 1 eucinoatat i n 



(CA INDEX NAME) 



Et CH-CH - CH C 



O R OH 

II I I 

0 C- NH-CH- CH- Pr- i O 

i" I II 

. C NH-CH-CH2-CH-CH2-CH CH 2 -C~Et 



Me O Me O 0 Me 

Ml I II II I 

NH C- C~ NH- C~ C- NH" CH2 ~ CH2 ~ C~ NH - CH~ 



C-N 



O C-NH CH Bu-i 

: I 

C- NH CH" Bu- i 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1995:4 19444 CAPLUS 
123:33619 

Pneumocanil i n BO acid degrale 
Bouffard, F. Aileen; Hammond, Milton 



Arison, Byron 



Merck Pes Lab.. Rahvay, NJ. 0706b 0900, USA 
Tetrahedron Letters (1995>, 36 C9). 1405-B 

CODEN : TELEAY.- ISSN; 0040-403 9 

Elsevier 
Journal 
Engl i ah 



UN OH 



0= S H 

« V N 



Acid- catalyzed ionization oi pneumocand i n no ir, a polar aprotic solvent 
produces the internally cyclized dehydration product 1 (R • 10, 
1 2-dimethylmyri stoy 1 ) . 
146669-22-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(acid-catn lyzed eye 1 i zai i on - dehydrat ion ot pneumocandin BO) 



RN 146669-22-9 CAPLUS 

CM L- Prol inamide, 1 - ( 10. l 2-dimethyl - 1 -oxotetradecyl > - 

(in. 4<i, Sn) -4 , 5 * di hydroxy- L-prolyl -L- threonyl -trans- 4 - 

hydroxy- L- prolyl - IS) -4 - hydroxy- 4 - (4 - hydroxypheny 1 ) - L- threony 1 - threo- 3 - 
tiydroxy-L-glutaminylO- hydroxy-, trans- (9CI) (ca INDEX NAME) 

Absolute stereochemistry. 



r 



r ; 

H , S 

I .? T « 

5 1 v iJ 



HO Me ✓ < CH 2> 

-si 



r r> 

' N Me Me 

' v OH 



WO 9414840 



PRIORITY APPLN. 



OTHER SOURCE <S) : 



Al 19940707 HO 1593-EP3431 

BB, BO, BR, BY, CA, CZ. FI, HU. JP. KP, KR. KZ. 
NO, NZ, PL, RO, KU, SD. 3X, UA. US, VN 
BE, CH. DE. DK, ES , ER . Gb. 'JB, IE, IT. LU. MC. 
BJ. CF. CO, CI, CM, GA, GN. ML, MR, NE, SN , TO. 
A 19940719 AU 1994-56970 

Al 19951004 EP 1994-902694 

BE, CH, DE, DK, ES , FR . GB, GF . IE, IT. LI, LU, 
INTO. : DE 1952 4242946 

HO 1993-EP3431 

MAR PAT 122;820BS 



NL, PT, SE, 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT ' 



R1COABDEGR2 J A . bond, Ql . 02 , 03 ; a . b, d . I • 1,2; e • 
- H, alkyl, protecting group; K4 . R5, R31. R12, «27, R28 
R4R5, R11R12 « atoms to form a 5-6 memhered ca ibocycle,- B 
etc.; j • 0-4; g = 1-3,- R9 ■ H, protecting group; 0, E, O 



2/ R3, RIO, R26 

H , Me, etc.; 
04. 05. 06. 
Q7; Rl - 



0-2; R29, R30 
Iky!), were prepared as natriuretics (no 
was prepared on Tentage 1 - S-NH2 resin using 



alkyl, pyridyl. quinolyl, etc. ; 
protecting group, (substituted) 
data). Thus, title compound (I 
FMOC- protected amino acids 

IT 160344-81-OP 160344-82-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassi f ied) ,- SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation of, as cardiovascular agent) 

RN 160344-81-0 CAPLUS 

CN L-Orni chinamide , 1-114-1 ( 2 -naphtha leny] car bony 1 t amino! phenyl) acetyl) -trans- 
4- (phenyl met hoxy) - L-prolyl - L- isoleucyl - L- » -aspartyl -Nb- formyl-N- (2- 
methylbutyl) - <9d) (CA index name) 

Absolute stereochemistry. 
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PATENT NO. 



CAPLUS COPYRIGHT 2007 ACS on STN 
1995:304927 CAPLUS 
122:82085 

Preparation of acyclic peptides as cardiovascular- 
agents (natriuretics).. 

Voges. Klaus Peter; Henning. Rolf,- Huebsch, Walter, 
Lenfers, Jan Bernd; Beuck. Martin. Theiss. Gudrun,- 
Stasch, Johannes Peter,- Mirth-Dietrich, Claudia 
Bayer A.-G., Germany 
Oer. Of fen., 73 pp. 

CODEN: GWXXBX 

Patent 
German 



APPLICATION NO. 



» / 



RN 160344-82-1 CAPLUS 

CN L-Ornithinamide, 1 - [ [4 - [ (2-naphthalenylcarbonyl ) amino] phenyl ) acetyl 3 -trans- 
4 - (pheny 1 met hoxy ) -L-prolyl -L- isoleucyl -L- <«- aspartyl -N- (2- 
methylbutyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




\ M 



NH 2 

^.Et 
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Preparation of amino acid- and pept ideamides as 



INVENTOR (S) : 
PATENT ASSIGNEES) ■ 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION. 



tachykinin antagonists 

Esser, Fran zi Schnor renberg , Gerd.- Dol linger. Horse- 
Jung, Binjit; Buerger, Eijch 

Boehringer Ingeltieim kg. Germany f Boehringer Ingelheim 

International GmbH 

PCT Int . Appl . , 152 pp. 

CODEN : PIXXD2 

Patent 

German 



PATENT NO. 



WO 9405693 



W: AU, BG, BY, 
RW: AT, BE, CH. 

DE 4243496 

DE 4315437 

EP 610487 

EP 610487 

R; AT. BE. 

JP 07501085 

AU 677792 

AU 9349547 

CN 1086222 

FI 9401987 

NO 940161] 

GR 3032395 
PRIORITY APPLN. INFO 



, ES, FR, GB, 
1 994 03 10 
1 994 1110 
19940817 
19991110 



CH. DE, DK. ES. 



APPLICATION NO. 

WO 1993-EP2329 
', KR. NO, HZ. PL, 
GP, IE, IT, LU, 
DE 1992-4243496 
DE 1993-4315437 
EP 1993 919208 



GB, GR, IE, IT, LI 



199S02O2 
19970508 
19940*29 
1 9040504 
19940429 
I9940SO2 
20000531 



OTHER SOURCE IS) : 



CN 1993-117349 

FI 1994-1987 

NO 19 94-1611 

(JR 2000 400089 

DE ! 99;. 4 22944 7 

DE 1992 4243496 

[JE 1933 4 3154 37 

WO 1993 EP2329 



DATE 

19930828 

RU, SR. UA 

MC, NX, PT. SE 
19921222 
19930508 
19930828 

LU, MC, NL. PT, 
1993082B 
19930828 

19930903 
19940429 
19940502 
20000114 
19920903 
19921222 
19930508 
19930828 



MAR PAT 122:106532 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB R1COA1B [I,- Rl » vinyl, (substituted) aiyl, heteroaryl . aralkyl. 

heteroarylalkyl, cycloalkyl, adamantyl, adamanty lal kyl , decalinyl. 
decal inalkyl . (methyl ) bi cycloheptyl . etc., Al » D- or L- Ala , D- or L-Val. 
D- or L-Leu, D- or L-Ile. D- or L-Thr, D- or L-Cys, D- or L-Phe. D- or 
L-Trp, D- or [.-Pro. D- or L-dehydroPro, D or L-pGlu. D- or L-Asp, D- or 
L-Asn, D- or L-Lys, D- or L-Orn. etc.; B » A2NR2R3. R5; A2 - lipophilic 
u-amino acid residue,- R2, H3 « alkyl, OH, (substituted) aralkyl, 
heteroaryl; NR2R3 - 01. 02; m, n - 0 3; m.n - 2 5; 8 « 2,3; RS « 03 , Q* i W 
« 05, 06. diarylmethyl , cyclopentyl, tttc ,- R6 ■> (substituted) aralkyl. 
diarylalkyl. heteroarylalkyl. phenyl ami noa 1 ky) , naphthy 1 aminoalkyl . etc.,- 
R7 . H, alkyl; X = H2, O; Y, Z - H, rilky!. alkoxy. (substituted) PhCH20; 
t. u « o, or t = i. u • 0. or t, u - i, o> t » 2. u • o] . were prepared 
Thus, title compound II. prepared by solution phase couplings, bound to 

substance 

P receptors with icso ■ 60 nM. 

IT 159136-74-OP 159136-76-2P 159136-84-2P 
159136- B5- 3 P 

RL: bac ( b i o 1 og i ca 1 activity or effector, except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation),- THU (Therapeutic use); 
BIOL (Biological study).- PREP (Preparation); USES (Uses) 
(preparation of, as neurokinin antagonist/ 
RN 159136-74-0 CAPLUS 

CN Butanamide, 1 - ( (3 , 4 -dimet hoxypheny 1 ) acetyl) t tans - 4 - hydroxy- L- prolyl -N- 
methy I - 4 - phenyl - N - (phenyl me thy I ) - L- 2 - ami no- [9CII (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. Rotation (•>. 



IS9136-76-2 CAPLUS 

Butanamide , trans -4 - hydroxy- 1 - ( l-oxo-4 -phenyl butyl > -L- prolyl -N- methyl -N- 
(phenylmethyl) -4- ! lH-pyrrol - 1 -yl ) -L-2-amino- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



! 

N. 



RN 159136-84-2 CAPLUS 

CN Caroamic acid, 1 5- | [ |4 - hydroxy- I - ( 1 -oxo-4 -pheny lbutyl ) - 2 - 

pyrrol id inyl] cat bonyl 1 amino) -6- [4- ( 2 -methoxyphenyl ) - l-piperazinyl ] -6- 
oxohexyl)-, phenylmethyl ester, [2S- [2n(R*> ,4ft] 1 - <9ci> (ca 

INDEX NAME) 

Absolute stereochemistry. 
^(CHj> 3 



r 



ICH 2 ) 



Y 



_ N 

> 

i, J 



159136-85,-3 CAPLUS 

L-Lysinamide, l rans -4 -hydroxy- 1 - ( l-oxo-4 -phenyl butyl > - L-prolyl - N-met hyl - N6- 
I (pheny 1 met ho xy \ ca rhony 1 ) - N- (phenylmethyl ) - (9CI) (CA INDEX NAME) 



r ? 
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Ac- 13- and 4-Alkylt.hioprol ine3i}-ccK4 Analogs: 
Synthesis and Implications lor the CCK-B 
Receptor -Bound Con t ormat i on 

Kolodziej. Stephen A.; Ni k i forovich. Gregory V.j 
skeean. Richard; Lignon, Mar ie-Francoise; Martinez, 
Jean,- Marshall, Garland R. 

School of Medicine, Washington University. St. Louis, 
MO, 63 5 10, USA 

Journal of Medicinal Chemistry U995). 3BU), 137-49 
CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journa 1 
Engl ish 

reported that substitution of the Met31 residue in Boc-CCK4 



CORPORATE SOURCE: 

SOURCE: 

PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE: 

AB It has been 

(Boc-Trp30-Met31 -Asp32-Phe33 -NH2, CCK33 numbering,- Boc * Me3C02C) by 
trans- 3 -propyl -L-prol i tie yields a highly potent and selective CCK-B 
agonist. To further explore the structural requ i rements of the Het31 aide 
chain in the receptor-bound conformation of CCf4, several Ac-CCM analogs 
containing substitution ol Met3i by 3- and 4 - (alkylthio) -substituted proline 
derivs. were prepared To this end novel synthetic routes to 
enantiomeric* l ly pure N-Boc-4-cis- and t rans - (methyl thio) prolines and 
racetnic N-Boc-3-c»9 and ■ I rans •[ (4 -methyl benzyl) t hi ol prol ines were 
developed. The protected mercaptoprol j nes were incorporated, into Ac-CCK4 
analogs using solid-phase methods and were alkylated using various 
electrophi les following cleavage from the solid support. Binding assays 
reveal that 3 (al kylthiolprol ines analogs have higher affinities at the 
CCK-B receptor than the corresponding 4 - (al kyl thio) prol ine analogs, and 
that t rans - 3 - la 1 ky 1 th i o) prol i ne analogs had higher affinitiea than 
corresponding cis-3- (alkylthio) prol ine analogs. within both the cin- and 
trans-3 - (al kyl thi o) prol ine series, the order of potency was Me < Et < 
n-Pr. The t rans - 3 - In- propy lthio) -L- prol ine analog demonstrates a higher 
affinity than that reported for Boc-CCK4 [t rans-3 - propyl -L-Pro31) . 
Comparison ot the low-energy structures calculated for several high-affinity 
AC-CCK4 analogs reveal a common geometry which the authors propose to be 
the cck-B receptor -bound conformation. This model shows grouping of the 
hydrophobic side chains of Trp, Met, and Phe nt one side of the tool . and 
the hydropliilic side chain of Asp and the C-terminal carboxataide at the 
other side 

IT 16X457-77-BP 1 6 14 57 - 78 - 9P 1614S7-79-0P 
161457-80-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation and receptor hinding activities ot 
(al kylthio) prol ine containing 



cholecystokitnn-4 analogs) 
RN 1614 57-77-8 CAPLUS 

CN L-Phenylalaninamide. N-acetyl - L- tryptophyl -trans-4 - (methylthio) -L-prolyl-L- 
n-aspartyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

CN SMe 
: 1 "" Ac f s\ 
■ ^ s N s . • ^C0 2 H 

0 h T NH2 



RN 161457-78-9 CAPLUS 

CN L- Phenylalaninamide, N-acetyl -L- tryptophyl -cis-4 - (methylthio) -L-prolyl -L- 
u-aspartyl- (9CJ) (CA INDEX NAME) 

Absolute stereochemistry. 



N v /C0 2 H 

i 1 ° 



RN 161457-79-0 CAPLUS 

CN L- Phenylalaninamide. N- acetyl - L- tryptophyl -trans -4 - (methylthio) -D-prolyl - L- 
.j-aspartyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 



NHAc r / 



r 0 



RN 1614 57-80- J CAPLUS 

CN L- Phenylalaninamide, N-acetyl - L- tryptophyl -cis-4 - (methylthio) -D- prolyl - L- 
fj-aspartyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 



JU4 



IT 161457-76-7P 

RL: RCT (Reactani ) ,• SPN (Synthetic preparation).- PREP (Preparation); RACT 
(Reactant or reagent! 

(preparation and receptor binding activities of 
(alkylthio) pi ol ine -conta in i ng 

cholecystokinin-4 analogs) 
RN 1614 57-76-7 CAPLUS 

CN L- Phenyla lani namide , N-acetyl - L-trypi.ophyl t rang -4 -mercapto-L-prolyl -L- 
(i-aspartyl- (9CI) (CA INDEX NAME) 

Ahsolute stereochemistry. 
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Peptide inhibitors of sic SH3 - SH2- phosphoprotein 
interact ions 

Gilmer, Tona, Rodriguez. Marc; Jordan, Steve; Crosby. 
Renae,- Alligood. Kiyatitl; Green, Michael; Kimery. 
Millard; Wagner. Craig,- Kinder, Dan,- et al. 
Glaxo Res. Inst., Research Triangle Park, NC, 27709, 

USA 

Journal of 
31711-19 

CODEN: JBCHA3 ISSN: 002 1-9256 

American Society for Biochemistry and Molecular 
Biology 
Journal 
Engl ish 

Activated pp60c-src has been implicated in a number ot human malignancies 
including colon carcinoma and breast adenocarcinoma. Association of the arc 
SH2 domain wich tyrosine-phosphorylated proteins plays a role in 
src-mediated signal transduction. Inhibitors of src SH2 
domain-phoaphoprotein interactions are, thus, ot great interest in 



ologicat Chemistry (1994), 269(50). 



defining the role(s) of arc in signal transduction pathways. To 
facilitate 9uch studies, an ELISA was developed to detect inhibitors of 
src SH2-phosphopt otein interactions. This assay measures inhibition of 
binding ot a tusion construct (glutathione S- trans f erase src SH3-SH2) with 
autophosphorylated epidermal growth factor receptor tyrosine kinase 
domain. Activities of phosphopept ide segments derived from potential src 
5H2 cognate phosphoprotein partners were determined, with the focal adhesion 
kinase -derived segment VSETDDY* AEI IDE yielding the highest inhibitory 
activity. structure activity studies starting from acetyl (Ac)-Y*EEIE 
have identified Ac-Y«Y*Y«IE as the most active compound screened in the 
elisa. This compound is at least 20-fold more active than the parent 
peptide Ac -Y*EEIE . A high resolution (2 A) crystal structure of human 
src SH2 complexed with Ac-Y«EEIE was obtained and provided a useful 
framework for understanding the structure-activity relationships. Addnl.. 
Ac-Y'EEIE was able to block interactions between src and its cellular 
pho9phoprotein partners in vanadate-treated cell lysatea from MDA-MB-46B 
breast carcinoma cells. However, it is unable to abrogate proliferation 
ot mda-mb-468 cells in culture, presumably because of poor cell 
penetration and/or lability of the phosphate group on tyrosine. 

IT 159439-42-6 159439-43-7 159439-59-5 
159439-60-8 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); BIOL (Etiological study) 
(ELISA of peptide inhibitors of src SH3 -SH2 - phosphoprotein 
interactions) 
RN 1594 39-42-6 CAPLUS 

CN L-Glutamic acid, N- (N- IN- [1- ( N-acetyl - L- tyrosy 1 ) -trana-4- hydroxy- L -prolyl 1 - 
L-u -glutamyl I -L-isoleucyl) - (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 





*C0 2 H 



RN 159439-59-5 CAPLUS 

CN L-Glutamic acid, N- (N- ll - IN- (N-acetyl -O- phosphono- L- tyro3yl ) -L- n- 

glutamyl] - trans - 4 - hydroxy - L- prolyl 1 -L-isoleucyl I - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




PAGE 1-B 



RN 159439-43-7 CAPLUS 

CN L-alutamic acid, N- IN- [N- ll - (N-acetyl - L-tyrosyl > -trans-4 -hydroxy -D- prolyl) - 
L-«i- glutamyl) -L- isoleucyl 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 



RN 159439-60-8 CAPLUS 



CN L-Glutamic acid, N- [N- f 1 - |N- (N- acetyl -O-phosphono- L- tyrosyl )- L- «- 

glutamyl) - 1 rans - 4 - hydroxy- D- prolyl ) -L-isoleucyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Antibody- targeted leucinostatin A 

Dosio, Franco; Ricci, Mauri aio, Brusa, Paola,- Rossi, 
Carlo; Cattel, Luigi 

Istttuto di chimica Farmaceutica Applicata, University 
ot Turin, Turin, Italy 

Journal of Controlled Release (1994), 32(1), 37-44 

CODEN: JCREEC; ISSN : 016B-36S9 

Journal 
English 

This paper describes chemical modification of the toxic agent Leucinostatin A 
and its conjugation with a monoclonal antibody. The mol . . isolated from a 
culture tiltrate of Paecilomyces marquandii (Massee) Hughes, is a 
nonapeptide antibiotic with cytotoxic and phytotoxic properties. To 
evaluate its toxicity, and to improve its specificity as an antitumor 
agent, the mol. was conjugated to the monoclonal antibody AR-3, specific 
to human colorectal and ovarian carcinomas. The targeting ability of 
AR-3, bearing different amts. of toxic agent, was tested on related and 
unrelated cell lines. Stability of the ester linkage between 
Leucinostatin A and AR-3 was also studied. In this study we show that 
coupling of Leucinostatin A with a tumor-directed monoclonal antibody is a 
practical way to increase both the cytotoxicity and selectivity of the 
chemotherapeut ic agent. 



76600-38-9DP , Leucinostatin A, conjugates with monoclonal 
antibodies 

RL: BAC (Biological activity or effector, except adverse),- BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic U3e) ; 
BIOL (Biological study); PREP (Prepai at ion' ; USES (Uses) 

(ant ibody- targeted leucinostatin A) 
76600-38-9 CAPLUS 

Leucinostatin A t9CI) (CA INDEX NAME) 



Et-CH CM CH C 



C NH CH CH Pf i 
„--C NH CH CH2 CH CH; CH CH£ 



O Me 0 Me O 0 Me 

C-NH C C NH C C NH CH2 CH2 C NH CH— 



O Me O C NH- CH Bu- 

r i ii 

C NH-C-C NH CH Bu • i 



76600-38-9. Leucinostatin A 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(antibody-targeted leucinostatin A) 
76600-3 8-9 CAPLUsJ 

Leucinostatin A (9CI> (CA INDEX NAME) 



Et - CH" CM -CH C 



OH 



O C- NH-CH-CH- Pr- i O 

H I !i 

C NH-CH-CH2-CH-CH2- CH-CH2-C- EC 
He OH 



ie2N-CH2-CH NH C" CH2 CH2 NH C C KH C C NH C 



i Bu -CH- NH C 

i-Bu CH- 



0 Me O Me 0 O Me 

1 ! H I II II I 

C NH C-C-NH-C-C-NH-CH2-CH2 - C-NH-CH 



El CH CH CH C 



Me 



O Me O C-NH CH Bll-i 

II . I 

C-KH C C- NH CH- Bu- i 



r 



NH-C-C- NH 



C NH CH CH- Pr 



O Me O C CH2 CH? CO;H 

11 

-C-NH-CH CH2 CH-CH2 CH CH 2 C El 



159S4-! 



-15-7P 1S9S6S-4S-4P 



(Reactant or reagent.) 

(antibody-targeted 1 euc inostat i n a) 
159544-15- 7 CAPLUS 

Leucinostatin A. 2- (hydrogen butanedioate) OCT) 



(CA INDEX NAME) 



159565-45-4 CAPLUS 

Leucinostat in A, Z- |4 - t 12, 5-dioxo- 1 - pyrrol tdinyl »oxy| -4 • oxobuunoate ) 

(9CI) (CA INDEX NAME) 



Et-CH CH-'- 



0 C-NH-CH-CH-Pr-i CH2-C-Et 

1 ; 1 

C NH CH CH2-CH CH2 — CH— O ~ C — CH2 — CH2"~ 



O Me O Me 0 

: li 1 11 

C NH C-C-NH-C-C-N 



II I 
-CH2-CH2-C-NH-CH 



O Me O C* NH CH Bu-i 

II 

C- NH- C C- NH CH Bu ■ i 



II 

-c-o u 



representing the junction between the pi o- region and Lhe catalytic region 
of PCI were prepared The core sequence corresponded to D-Tyr-Arg-Ser-Lys- 
Arg-Xaa-Val -O 1 n - Lys - Asp where D-Tyr replaces the native Olu residue and 
Xaa, representing the Pi' position, corresponds to L-Ser, L- Leu or the 
unnatural amino acids. D-Ser, |VAla, y ■ ami nobutanoi c acid 
(y-Abu). Ji-cyclohexylalanine (H-Chai 01 fHyp. 

Another analog incorporating an Orn residue in place ot the Arg at the PI 

site was also prepared These peptides, synthesized by solid-phase 

9- f luorenyl met hoxy car bony 1 (Fmoc) chemical, were fully characterized by 

fast -atom -bombardment mass spectrometry. 1H-NMR and amino acid composition 

Except tor Orn. y-Hyp. L-Ser, D-Ser and 1,-Leu containing analogs, the 

others were tound to be moderate to potent competitive inhibitors of hPCl 

activity in the following order: y-Ahu » p cha » P-Ala, 

with Ki • 1-B.6 um. Both L-Ser and L-I.cu analogs were correctly 

cleaved at the ocyl carbon carboxyl terminal to the Lys-Arg pair by- human 

PCI, whereas H-Cha, y-Abu, p-Ala and D Ser analogs were 

very poor substrates. The Orn and yHyp derive were not cleaved by 

the enzyme at all The three analogs containing Jt-Cha. y-Abu and 

fl-Ala also proved to be potent inhibitors ot the human turin activity 

in the following order: h-Ala > H-Ch«t , y-Abu. witn Ki » 

0,9-2.2 nm. Two more peptides, modified at the pi position by addition of 
a semi carha zone (SO moiety, mere also synthesized by liquid-phase chemical 
These peptideu. Arg -Ser - Lys -a rg i n ina 1 SC and Arg- Lys Lya -argininal -Sc. 
also proved to be potent competitive inhibitors or hPCl and exhibited Ki ■ 
3.6 and 2.3 nm, resp. 

IT 161U4-28-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation); BIOI. (Biological 
study); PREP (Preparation) 

(design and synthesis ol novel prohormone convertase and furin 
inhibi tors) 
RN 161114-28-9 CAPLUS 

CN L-Aspartic acid, N- |N2 - 1 N2 - I N- 1 1 - [N2 - lN2 - I N- (N2 - D- tyrosy 1 - L-arginyl ) - L- 
seryl) - L-lysyl) -L-arginyl| - t tans - 4 - hydroxy !•- prolyl 1 - L- valy 1 ] -L- 
glutaminyl? -1.. lysyll - (9CH (CA INDEX NAME) 

Absolute stereochemistry. 



H2N N NH 2 

(CH 2 >3 p <CH2?4 



N s <CH 2 >3 
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Design and synthesis of novel inhibitors of prohormone 
convertases 

Basak, Ajoy,- Jean. FrancoiB; Seidah, Nabil G., Lazure, 
Claude 

Laboratory of Neuropeptides Structure and Metabolism, 
Univ. Montreal. Montreal. QC, Can. 

International Journal of Peptide £ Protein Research 

(1994). 44(3), 2S3-61 
CODEN : IJPPC3 ; ISSN: 0367-8377 
Journal 

English O 

Prohormone convertase-l (PCI) and furin are aubt i 1 isin - 1 i ke endopept idasea 
involved in the biosynthesis of peptide hormones. Five decapeptides 



AUTHOR (S) 



CORPORATE SOURCE : 
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Synthesis of segments of the peptaibol antiamoebin 
Altherr, Werner,- Heimgartner, Heins 

Organisch-Chemisches Institut, Universitaet Zurich, 
Zurich. CH-8057, SwitZ. 

Pept . 1992, Proc. Eur. Pept . Symp,, 22nd (1993), 
Meeting Date 1992, 387-8. Editor(s): Schneider, 
Conrad H . ,- Eberle, Alex N. ESCOM: Leiden, Neth. 
CODEN: 60LUAN 
DOCUMENT TYPE: Conference 
LANGUAGE : English 
AS A report t rom a symposium. 
IT 64347-37- 1DP , Antiamoebin I, segments 

RL: SPN (Synthetic preparation*,- PREP (Preparation) 
(preparation ot peptaibol antiamoebin I segments) 

RN 64347-37-1 CAPLUS 

CH Antiamebin r (9CI) (CA index NAME) 
Absolute stereochemistry. 



1 



L6 ANSWER 336 OF 551 
ACCESSION NUMBER: 
DOCUMENT NUMBEK : 
TITLE: 
AUTHOR (S) : 



CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2007 ACS On STN 
1995:66780 CAPLUS 
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Synthesis of leucinostntin D 

Kuwata, shigeru; Nakanishi, Akihiro,- Yamada, Takashi; 
Miyazawa, Toshifumi 

Faculty of science, Konan University, Kobe, 658, Japan 
Pept. 1992, Proc. Eur. Pept. symp., 22nd (1993), 
Meeting Date 1992. 383-4. Editor(s): Schneider. 
Conrad H . Eberle, Alex N. ESCOM: Leiden, Neeh. 
CODEN: 60LUAN 
DOCUMENT TYPE: conference 
LANGUAGE: English 
AB A report from a symposium. 
IT 108426-90-OP , Leuci nostatin D 

RL: SPN (Synthetic preparation),- PREP (Preparation) 
(preparation of 1 euc i nostatin D) 
RN 108426-90-0 CAPtAJS 

CN Leuci nostatin n (9CI) (CA index name) 



Me O O Me O Me O 

! I I II I II 

Me2N- CH2 CH NH-C CH2 CHz - NH~C- C~ NH~ C-C" NH-C 
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1995:66584 CAPLUS 
122:81928 

Hyp and DOPA derivatives tor synthesis of peptides 
with Fmoc chemistry 

Yamamoto. Yasuo,- Nagai , Akira; Harushima, Yoshiakij 
Senda, Takayuki 

Tsukubji Research Laboratory, Hitachi Chemical Co.. 
Ltd,, Tsukuba, 30C-42, Japan 

Pept. 1992, Proc. Eur. Pept Symp., 22nd (1993). 
Meeting Date 1992. 165-6. Editoi (s) : Schneider. 
Conrad H . ,• Eberle, Alex H ESCOM: Leiden, Neth. 

CODEN : 60LUAN 
Conference 
Engl ish 



r 



CQ2N 



RlMH C C0 2 H 
CH 2 



1' 

C02H 



O H Ph 11 



AB A symposium 1 eport on the synthesis ot hydroxyprol i ne derivative I {Pmoc ■ 

9- f luoreny lmet hoxycarhony I , R « CMe3> and DOPA derivative II (Rl • Fmoc) for 
the synthesis of peptides. I was prepared trom hydroxyprol ine III <R2 « H» 
in 3 steps via intermediates III (R2 « Fmoc) and I (P ■ H) , whereas II (Rl 
- Fmoc) was prepared from DOPA IV via intermediate II (Rl • H) . The above 
Pmoc derivs. 1 1 R . CMe3 ) and II (Rl . Fmoc) were used in the synthesis of 
peptides Ala- Lys - Pro- Ser -Tyr- Hyp-Hyp-Thr-DOPA- Lys, Ala -Gly-DOPA-Gly-Gly- 
Val-Lys, Arg-Pro-Hyp-Gly- Phe - Ser - Pro- Phe -Arg , and Arg -DOPA- Leu -Hyp- Thr . 

IT 160241-79-2P 

RL: SPN (synthetic preparation),' PREP (Preparation) 

(synthesis of hydroxypro 1 i ne and DOPA derivs. for synthesis of peptides 
with Fmoc chemical) 
RN 16024 1-79-2 CAPLUS 

CN L-Threonine, n- [ 1 - (N- (N- L-a iginyl - 3 -hydroxy- L tyiosyl > L- leucyl ] -trans- 4 - 
hydroxy- L-protyll - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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1995:43442 CAPLUS 
122 :214482 

Synthesis of New Didemnin B Analogs for Investigations 
ot Structure/Biological Activity Relationships 
Mayer. Scott C . ,■ Ramanjulu, Joshi; Vera, Matthew d. ,- 
Pt i zenmayer. Amy J.,- Joullie. Madeleine m. 
Department of chemistry. University Pennsylvania, 
Philadelphia. PA, 19104-6323. USA 

Journal of Organic Chemistry (1994). 59(ia). 5192-205 

C0DEN: JOCEAH; ISSN: 0022-3253 
Jou rnal 
Engl ish 

CASREACT 122:214482 



« l 

•A V p~- 
i 



Improvements were also introduced in the ma c ro<:yc 1 e construction to 
produce gram quantities of this unit tor the preparation of the planned 
analogs. The linear precursor to the mactQcycle was oxidized more 
effectively with l.l.l • triacci.oxy- 1 . l-dihydro- 1 , 2- bennodoxol -3 (1H) -one 
(Dess-Mart i n periodinane reagent), and cyclization yields were increased 
substantially by using a new coupling reagent., pentaf luorophenyl 
diphenylphosphinate (FDPP) ( 1H- 1.2, 3- Ken rot nazal - I - 
yloxy) tris (dimethylamino) phosphoniumhexai 1 uorophosphate (BOP) and 
pental luorophenyl t r i f 1 uoroacetate »eiv also used to improve other 
coupling reactions. 

IT 16170B-43-6P 

RL: BAC (Biological activity or effectoi. except adverse) < BSU (Biological 
study, unclassified); SPN (Synthetic pi ep«< at ion! ; BIOL (Biological 
study),- PREP (Preparation) 

(synthesis of new didemnin B analogs tor investigations of 
Structure* biol . activity relationships) 
RN 161108-43-6 CAPLUS 

CN Didemnin B. 2- t (4R) -4 -hydroxy-L-prol ine) - I9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



i • Ku B N s 



H NH 



i 



1 



IT 161708-33-4P 161708-345P 

RL: RCT (Reactant); SPN (Synthetic preparation!. PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of new didemnin B analogs for investigations of 
structure-hiol . activity relationships) 
RN 161708-33-4 CAPLUS 

CN D- Leucine. N- [trans-4- I [ (1 , 1 -dimethyl ethyl ) dime thylsi lyl loxy) -1- (2- ( ( (1, 1- 
dimethylethyl ( dimethyl s i 1 yl ] oxy) - 1 -oxopropy) J L-prol yl I - N-mechyl - . 
2- (trimethylsi lyllethyl ester (9d) (CA INDEX NAME) 

Absolute stereochemistry. 



AB Modifications were introduced in the side chain of didemnin B 1 to afford 
several analogs for biol. testing in order to identify the features 
responsible for the bionctivity of the natural didemnins A, B, and c. Two 
changes were made in the proline ring of the (i-turn side chain. 
Initially, a hyriroxyl group was incorporated at the C-4 position of the 
ring to increase the polar nature of the mol . Secondly, unsatn. was 
introduced at C-3 and C-4 to increase the rigidity of the ring and to 
provide a site tor titration to follow the drug pathway in biol. systems. 



1o 'Me < O N R " Bu - i 

J Me 



RN 161708-34-5 CAPLUS 

CN D-Leucine, N- 1 1 rans - 4 - hydroxy- 1 - (2-hydroxy- 1 -oxopropyl ) -L-prolyl } -N-methyl- 

, (S>- I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1994:701326 CAPLUS 
121 :301326 

Preparation of new dipeptide derivatives as neurokinin 
antagonists 

Schnorrenberg , Gerd; Esser. Franz,- Dol linger, Horst , 
Jung. Birgit; Buerger, Erich 
Boehringer Ingelheim KG, Germany 
Ger. Of fen. , 49 pp. 

CODEN: QWXXBX 

Patent 
German 



DATE 



APPLICATION NO. 



W: AU. BG. BY, CA. 

RW: AT. BE. CH. DE. DK 

EP 610487 Al 

EP 610487 Bl 

R: AT. BE, CH, DE, DK 

JV 07501085 T 19950202 

HU 7047S A2 19951030 

AU 677792 B2 19970508 

AU 9349547 A 19940329 

AT 186548 T 19991115 



199403 10 
19940317 
CZ, PI, HU, JP, KR 
DK, ES, FR. GB, GR 

19940817 EP 1993-919208 

19991 110 

FR, GB, OR. 



PL, RU, SK. UA 
LU. MC. NL, PT, SE 



JP 1993-506852 
HU 1994-1323 
AU .1993-49547 

AT 199 3-919208 



19930828 

MC, NL. PT, 
19930828 
19930828 
19930828 

19930828 



ZA 9306472 

US 5596000 

FI 9401987 

NO 940 16 11 

US 584991B 

US 6147212 

GR 3032395 
PRIORITY APPLN. 



OTHER SOURCE (S) : 



AT, HE, CH, DE, UK 



20000101 
20000216 
ES.. FR. 
19940627 
19970121 
19940429 
19940502 
19981215 
20001114 
20000531 



ES 1993 91920B 19930828 
EP 1999 100929 19930828 
OB. GP, IT, LI. LU. NL, SE, MC, 



2A 1993 6472 

US I9<0- 116090 

K I 1994-19B7 

NO 1994 1611 



199b 460964 
199a 1114 98 
2000 400099 
DE 1992 4229441 
DE 1992-4243496 
DE 1993 4J15437 
EP 199.il- 919208 
WO 199J-EP2329 
US 1993-116090 
US 1995*460964 
CASREACT 121:301326; MAR PAT 121:301326 



19930902 
19930902 
19940429 
19940502 
19950605 
19980708 
20000114 
Al 19920903 
A 19921222 
A 19930S08 
A3 19930028 
W 19930828 
A3 19930902 
A3 19950605 



(CH 2 ) n 

J! 

<CH2>m 



AB Title compda. R 1 - CO- A1 -A2 -NR2R3 { I ; R 1 - vinyl, aryl. heteroaryl. aralkyl. 
heteroara L xyl , aryl vinyl, heteroaryl viny! . etc.: Al - D or L- Ala, -Val. 
-Leu, etc.; A2 - (i-amino acid residue, etc; R2, K3 * alkyl; or NR2R3 
= heterocycle residue such as Q; <n, n «• o, 1. 2, 3), uaetul as neurokinin 
antagonists (no data), are prepared E.g., L- Z - 3 - ( 1 -pyr rolyl ) alanine Me 
ester was stirred with 2 , 5 -dimethoxytetrahydi oiurn in H20-EtOAc at room 
temperature tor 23 h to give, after treatment with aqueous NaHC03, Z-Pal-0M< 

I Pal - 

3 - (1 -pyrrolyl ) alanine residue), which was hydrolyced to give Z-Pal-OH. 
which was amiriated with N- methyl benzyl amine to give Z-Pa) -NMeBzl, which 
was deprotectod and the resulting H-Pal -NMeBzl was condensed with 
Boc- (2S.4R) -hydroxyprol ine to give H-Hyp-Pal NMeBzl. which was acylated 
with indol -3 -ylcarbonyl chloride to give the title compound II. Some 
pharmaceutical compns . containing I are described. 
IT 159136-74-0P 159136-76-2P 1S9136-79-5P 
159136-84-2P 159136-85-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation), thu (Therapeutic use); 
BIOL (Bioloyical study),- PREP (Preparation); uses (Uses) 
(preparation ot , as neurokinin antagonist) 
RN 15913,6-74-0 CAPLUS 

CN Butanamide, 1 • I (3 , 4 - d imet hoxyphony 1 (acetyl 1 trans-4 - hydroxy- L-prolyl -N- 
methyl -4 -phenyl -N- (pheny 1 methyl ) -[,-2-amino <9C1> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159136-76-2 CAPLUS 

CN Butanamide. trans-4 - hydroxy- 1 - ( 1 -oxo-4 -phenylbucy 1 ) - L-proly 1 -N-methyl - N- 
(phenylmethyl) -4 - < iH-pyrrol -1-yl) -L-2-amino- (9CI) (CA INDEX NAME) 

Absolute at.ereochemiat.ry. Rotation {-), 



RN 159136-79-5 CAPLUS 

CN L-u-Glutamine. N2- [trana-4 -hydroxy- 1- (4 - pyr i dinylacetyl ) -L-prolyl] -N- 
methyl -N- (phenyl methyl ) - , phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



N 

C \ 



RN 1S9136-B4-2 CAPLUS 

CN Carbamic acid, [5- | [ [4 -hydroxy- 1- <l-oxo-4 -phenylbutyl ) - 2- 

pyrrol idinyl ] carbonyl ] amino] -6- [4 - (2-methoxyphenyl ) - 1 - pi peraziny 1 ) -6- 
oxohexyll . phenylmethyl ester, [2S- (2<i(R» > , 4 fl] J - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



- «CH 2 )3. j 0 NO Ph 

] O (CHj) 4 f 



N 15 Y 

H I 



BN 169136-85-3 CAPLUS 

CN L-Lysinamide. trans -4 ■ hydi oxy- 1 - 1 1 -oxo -4 phenyl imuyll - 1.- prolyl -N-«nethyl -N6- 
I (phenylmethoxy) carbonyl I -N • (phenylmethyl ) • <9Ci) (ca index name) 

Absolute stereochemistry. Rotation (-). 
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TITLE: conformation of the flexible bent helix of 

Leu) - zervamicin in crystal c and a possible gating 
acLion for ion passage 

AUTHOR (S) : Karle, Isabella L.< Flippen Anderson, Judith L. i 

Agarwalla. S . ,• Bala ram. p. 

Lab. Struct. Matter. n«v. Kes . l«ib , Washington, DC, 
20375-534 1, USA 

BiopolymeiS (1994). 14[fti, '^1.35 
CODEN: bIPMAA,- ISSN. 000'- .*5i5 
Journal 
Engl ia.-i 

The membrane channel - formi tig polypept ide, !.eul iervrtmicin, 
Ac- Leu -lie -Gin- 1 va - 1 leS -Thr-Aib-Leu-Aib Hypia -Gin- Aib-Hyp-Aib-Prol5-Phol 
(Aib « n-aminoisobutyric acid,- Iva • iaovaline; Hyp « 
4-hydroxyprol ine, Phol - phenylal ininol ) has been analyzed by x-ray 
diffraction ;n a third crystal form. Although tne bent helix is quite 
similar to the conformations found in crystals A and 8. the amount of 
bending is more severe with a bending angle ■ 47". The 
water channel formed by the convex polar faces ot neighboring helixes is 
larger at the mouth than in crystals A *nd 6 , and the water sites have 
become disordered. The channel is interrupted m the middle by a hydrogen 
bond between the OH of Hypio and the NHS of the Glnll of a neighboring 
mol . The side chain of Glnll is wrapped around the helix backbone in an 



unusual fashion in order that it can augment the polar side of the helix. 
In the present crystal C there appears to be an addnl. conformation for 
the Glnll side chain (with »20* occupancy) that opens Che channel 
for possible ion passage. 

157380-71-7 

RL: PRP (Properties) 

(crystal structure of, flexible bent helix conformation in) 

157 380-71-7 CAPLUS 

L-Prolinamide, N- acetyl - L- 1 eucyl -L- isoleucyl - L-glutaminyl -D- isovalyl - L- 
isoleucyl -L-t hi eonyl -2-methylalanyl-L- leucy 1 - 2 -methylalanyl - <4R) -4 -hydroxy - 
L- prolyl -L -glut ami nyl - 2 -methylalanyl - <4R) -4 - hydroxy- L- prolyl - 2 - 
methylalanyl-N- f (IS) - 1- (hydroxymethyl ) - 2 -phenylethyl ) - , COntpd . with 
ethanol (1:1), hydrate (9C1) (CA INDEX NAME) 



CM 



1 



Absolute stereochemistry . 
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O NH 



Me p 



OH O || 



" R \ ° Me Me 

^ .N S X ^ 

• * ' " X i.y- . 

HO \ Si N 3 

V_7 h 



CRN 64-17-5 
CMF C2 H6 0 



H3C- CH2" OH 

IT 135995-68-5 

RL: PRP (Properties) 

(flexible bent helix conformation of, in solid-state) 
RN 135995-68-5 CAPLUS 

CN L- Prol inamide. N-acetyl-L- 1 eucyl -L-iool eucyl L-glutaminyl -D- isovalyl -L- 

i sol eucyl -L-t hreonyl -2-methylalanyl-L- 1 eucyl - 2 - methy la lany 1 - (4R) -4-hydroxy- 
L- prolyl -L-glutaminyl - 2 -methylalanyl - (4R) -4 - hydroxy - L- prolyl -2- 
methylalanyl-N- |ns>-l- (hydroxymethyl >- 2 - pheny 1 ethyl 1 • (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



H Me 



1 



PAGE 1-B 



Absolute stereochemistry . 



OH 

HO 




RN 158396-70-4 CAP1.US 

CN L-Threonine, N-[l IN- (N- L-a rg iny 1 ■ L- 1 yrosyj i • L - leucyll - t rans -4 -oethoxy- L- 

prolyl) : <9CI> (CA INDEX NAME) 

Absolute stereochemistry . 



Oil 
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TITLE: Proctolin and its analogs. Structure/biological 

function relationship studies 

Konopinska, D . ,■ Roainski, G , ,• Sobotka, W. ; Plech. A, 
Inst. Chem., Univ. Wroclaw, Wroclaw, 50383, Pol, 
Polish Journal of Chemistry (1994), 68(7), 1437-9 
CODEN: PJCHDQ,- ISSN: 0137-5083 
Journal 
Engl i ah 

The object of the authors studies was the synthesis of the insect 
neuropeptide proctolin (Arg-Tyr- Leu- Pro-Thr ) and its 42 analogs modified 
in positions 1-4. The activities of proctolin and its analogB were examined 
in various biol . prepns . , such as: myotropic effects in selected insect 
species in vitro and behavior of rats in vivo. The structure/activity 
relation in these varied prepns. will be discussed. 

158396-69-1 158396-70-4 

RL: DAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclasai tied) ,- BIOL (Biological study) 

(proctolin analog structure-biol . activity relationship) 
158396-69-1 CAPLUS 

L-Threonine, N- ll- IN- (N- L-arginyl-L-tyrosyl ) -L-leucyl) -trans-4 -hydroxy-L- 
piolyll- (9CI) (CA INDEX NAME) 



T 



' (CH 2 > 3 5 
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1994:650161 CAPLUS 
121 :250161 

The solution NMR structure of emerimicins III and IV 
determined using the nsw program, MACR OSEARCH 
Beusen. Denise Head, Richard D., Clark. John D./ 

Hut ton, William C; Slomciynska. Ursula,- Zabrocki , 
Janus:; Leplawy, Miroslav T , Marshall, Garland R. 
Center for Molecular Design, Washington University. 
St . Louis, MO. 63130. USA 

Pept . 1992. Proc Eur. Pept Symp., 22nd (1993). 
Meeting Date 1992. 79- ao Editor (9): Schneider, 
Conrad H . .- Eberle, Ale* N. EScom- Leiden. Neth. 
CODEN: 60LUAN 

Conference 
Engl ish 



LANGUAGE: English 

AB By using macros EAPCH , the DMSO solution struct ui <» of emerimicin IV was found 



to be a bent helix and is nearly identical to that of emerimicin III which 
has Ala instead ot Me A at position 14. 
IT 52931-42-7. Emerimicin III 52931-43-8, Emerimicin IV 
RL: PRP (Properties) 

(solution nmr structure of emerimicins III and IV determined with 
MACROSEAKCH 

program) 
RN 52931-42-7 CAPLUS 

CN Emerimicin III (9C1) (CA INDEX NAME) 



H2N-C ■ CH 2 CH 2 



MO O CH2 OH 

C C MH CH CH2 Ph 



CH C NH C C 



H2N C CH: CH 2 



C- NH- CH- C 



CH2~ OH 
NH- CH--CH2 - Ph 



II 

C NH-C C N J 

O Me \ 



ACNH 0 

I ' Me 
Ph-CHz CH- C NH 

Me C - C 

Me O 



II 

i-Pr i-Bu-CH-C NH 

I i I 

O CH- C- NH- CH">- C~ NH Me~ C~ C~ 

!i in i; i ii 

C NH O O Me 0 



ACNH O 

I II Me C - C NH 

Ph~CH2"CH - C- NH 

O 

Me- C C" NH 
Me 0 



i -Pr 
Me O CH C 
Me C C NH O 



1-Bu CH C 
CH? C Nil Me 



c c - 
Me o 



T I 
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i '494:6 31 34 4 CAPLUS 
121 : 2J1344 

New proctolin analogs modified in position 4 of the 
peptide chain and theit influence on the heart-beat 

frequency of insects 

Konopinska, Danuta,- Ba rtosa - Bechowski , Hubert; 
Roainski, ttrzegorz; sobotka. wieslaw 
Institute of Chemistry, University ot Wroclaw. 
Wroclaw, 50-383, Pol. 

Bulletin ot the Polish Academy of Sciences, Chemistry 

(1994). Volume Date 1993, 41(1). 27-39 
CODEN: BPACEO; ISSN 0239 728b 
Polish Academy oi Sciences 
Journal 
Engl i ah 



Six insect neuropeptide proctolin analogs modified in position 4 of the 



pentapeptide skeleton, such as H-Arg-Tyr-Leu-X-Thr-OH (X - Hyp, Hyp(Me), 
L-2-thiazolidinecarboxylic acid (Thz) , homoproline. 1 -aminocyclohexane- 1 - 
carboxylic acid (Ach) , Sar] were synthesized by the liquid-phase method. 
Their cardiotropic effects were examined on two insect species (Tenebrio 
molitor L. and Periplaneta americana L.>. The importance of the 
pyrrolidine ring in Pro residue for the entire biol . activity of proctolin 
was inferred. 

IT 1S8396-69-1P 158396-70-4P 

RI.i BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified)/ SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(new proctolin analogs modified in position 4 of the peptide chain and 
their influence on the heartbeat frequency of insects) 
RN 158396-69-1 CAPLUS 

CN L-Threonine. N- It- [N- (N-L-arginyl-L-tyrosyl ) -L-leucyl) - trans -4 - hydroxy- L- 

prolyl]- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 



RN 158396-70-4 CAPLUS 

CN L-Threonine. N- |l- |N- (N- L- arginyl - L-tyrosyl > - L- leucyl ) -trans-4 -roethoxy -L- 

ptolyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RL: RCT (Reactant) ; SPN (Synthetic preprint ionl . PREP (Preparation); RACT 

(Reactant or reagent> 

(new proctolin analogs modified in position 4 of the peptide chain and 
their influence on the heartbeat frequency oi insects? 

158396-80-6 CAPLUS 

L- Threonine , N- 11-1.- leucyl -t rans-4 - (phenyl met ho>.> ) - L- prolyl } - , 
phenylmethyt ester, monohydrochlor ide <9CI) (CA INDEX NAME) 



Absolute stereochemistry. 

NH 2 



>"■■ ■ 



RN 158396-81-'? CAPLUS 

CN L-Threonine. N- [ 1 • (N- [(1.1 d i met hy lethoxy i ca rnony 1 1 L- leucyl) -t 
methoxy-L-prolyll , phenylmethyl ester .'9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



t-BuO NH 



i-Bu 

N 

/ 



O P!i 



o i-Bu 

Y 



CAPLUS 

N- [1 - [N- IN- ( < 1 , 1 - dimethy lethoxy) carbony) ) -O- (phenyl net hyl) -L- 
- (phenylmei.hoxy) L-prolyll-. phenylmethyl ester 



Absolute stereochemistry. 



NH 



K.K, 



IT l'i8396-80-6P 1 583 96 - 81 - 7p I5B396-86-2P 
158396-87-3P 15839692-0P 158396-93-1P 



H | O 

OBu-t I |j 



RU 158396-87-3 CAPLUS 

CN L-Threonine, N- [ 1 - (N- [N- [ ( 1 , l-dimethylethoxy) carbonyl] -O- (phenylmethyl) -L- 
tyrosylj -L-leucyl 1 -t rans-4 -methoxy- L- prolyl ) - , phenylmethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 158396-92-0 CAPLUS 

CN L-Threonine, N- 1 1 - IN- |N- tN5- [ imino (nitroami no) methyl 1 -N2 - 

I (phenylmethoxy) carbonyl 1 -L-ornithyl] -O- (phenylmethyl ) - L-tyrosyl ) - L- 
leucyl )- trans-4 (phenylmethoxy) - L-prolyl )- , phenylmethyl ester (9CT) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



y 




N2,N5-bis t (phenylmethoxy) carbonyl 1 - 1, ornithyl J O- (phenylmethyl) -L-tyrosyl) - 
L-leucyl) -trans-4 -met hoxy- L- prol y li - , phenylmethyl estei (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-). 



O 0 Ph 



N N O Ph 



f l' 



o o o Ph 
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DOCUMENT NUMBER: 121:168151 

TITLE: Syntheses and antimicrobial activities of 

leucinostatin D analogs 
AUTHOR(S): Kuwata, Shigeru. Naknnishi. Akihiro.- Yamada, Takashi; 

Miy.-izawa. Toshitumi 
corporate SOURCE Fnc Sci . , Konan Univ , Kobe, 658. Japan 

SOURCE: Peptide chemistry tl<*4j|. Mat. 229-32 

CODEN: PECHDP; ItJSN- 0333-3 696 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A report from a symposium on the prepumt ion and antibacterial activities of 

[Leu31 - leucinostatin 0 nnd I Prol , Leu 3 1 leuci nostat i n D. 
IT 108426-90-0DP , Leu c i nos ta t i n D, analogs lb74^i 34-1P, 

(Leu3) -leucinostatin D hydrochloride 157544-13 if. 

ILeu3} -leucinostatin D 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation).- BIOL (Biological 
study); PREP (Preparation) 

(preparation and bactericidal activity of) 
RN 1084 26-90-0 CAPLUS 

CN Leucinostat in D (9C1) (CA INDEX NAME) 



RN 158396-93-1 CAPLUS 

CN L-Threonine, N- 11- IN- IN- [N5- liminol [ (phenylmethoxy) carbony 1 ) amino! methyl ) - 



Me 0 O Me O Me O 

i II I ill II 

Me2N CH2" CH- NH-C CH2 1 CH2~ NH~ C~ C~ NH~ C~ C~ NH~ C 



Me 0 O Me O Me O 

Me2N-CH2'*CH~NH C"CH; CH2 NH C C NH C C NH C 



i-Bu- CH-NH-C 
I 

i-Bu-CH-NH— 



i-Bu CH NH C 
j-Bu CH 



Et~ CH -CH - - CH-C 



Et CH CH CH C 



O Me 

II 

-C- C NH — 



O Me O 

II I !l 

-C-C- NH- C 



"C NH CH CH Pr-j 



O—C- NH- CH Bu- 
I 

NH-CH- Bu-i 



157476-34-1 CAPLUS 

Leucinostatin A. 2 - L- leucine- 3 - L- leucine- . monohydrochlor ide (9CI) (CA 
INDEX NAME) 



(CA INDEX MAKE) 



Me O O Me o Me O 

II I II I II 

Me2N' CH2 CH NH~ C CH2 CH2 ~ NH - C — C — NH - C — C— NH™ C 



i-Bu- CH-NH-C 
I 

i-Bu-CH- NH- 



Et-CH-CH=CH-C 



9" 



consistently overestd. the observed conductances. The reason for the 

discrepancy is presented here. Previous theories ignored the effects of 

ion concentration gradients near the pore Hence, they only held in the limit 

small bilAyer potentials (<25 mV> and so would overeat, measurements that 
typically used much larger potentials !>10D tnvi This theor. flaw is corrected 
by using Laeuyer'c theory ot di f fusion- 1 imi ted ion flow (p. Laeuger, 
1976). Thus, including the effects of ion concentration gradients results in a 
considerable improvement in predicting pore conductances. It was found 
that: (1) the effects of ion concentration gradients must be included in the 
barrel-stave model for it to apply to the available data.- (2) previously 
published explanations for the discrepancy between the model and the data, 
namely the distorted bundle and t.he head-to-tail aggregate hypotheses are 

7 93 95-85-0, Zervamicin I IB 
RL: BIOL (Biological study) 

(ion charm.; Is formed by, evaluation ot barrel stave model for) 
79395-85-0 CAPLUS 

L-Prol i narrude, N- acetyl - L - tryptophyl L- iaoleucyl - L-glutaminyl-D-isovalyl-L- 
isoleucyl - !.- threonyl - 2-methyla lanyl - L- leucy 1 - 2 met.hy lal anyl - (4R) -4 -hydroxy - 
L-prolyl-L-glutatninyl - 2 -met hy la 1 any 1 ■ (4R> -4 hydroxy- L-prol yl -2- 
methylalanyl N- 1 ( IS) * 1 - < hyriroxymethy 1 1 • T. phenylethyl) (CA INDEX NAME) 



0 Me O 
II 

-C-C NH C 



0=~ C NH CH Bu-i 
— NH- CH" Bu-i 
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DOCUMENT NUMBER: 121:76317 

TITLE : The barrel -stave model as applied to alamethicin and 

its analogs reevaluated 
Lave i* , D. R. 

John curtin Sch . Med. Res., Australian Natl. Univ., 
2601, Australia 

SOURCE Biophysical Journal (1994), 66(2, Pt . 1). 355-9 

CODEN: BIOJAU; ISSN : 0006-349S 
DOCUMENT TYPE: Journal 
LAnouage; English 

AB Alamethicin and its analogs form cation-selective, mul t iconductance 

channels in lipid bi layers. The conductance levels have been thought to 
be due to a barrel -stave structure where conducting pores (barrels) are 
formed by the self-assembly of a variable number of <»-helical rods 
(staves). The conductance transitions were then interpreted as the additio 
or deletion of peptide monomers from the pore- forming complex. Initially, 
pore conductances were calculated from that expected of right circular 
cylinders of bulk, electrolyte. More recent theories also included the 
access resistance of the electrolyte outside the pore. However, they all 



CH 2 CH2 C NH 2 Me 



HO-CH 2 p 
Ph- CH2"CH- NH C 



o Me o 
II I II 

' C-C-NH-C 



Me- C- Me 



ch- CH2-CH2-C- mi 2 



Italy 

SOURCE: Antiviral Chemistry t Chemother opy (1992). 4(6), 

341-62 

CODEN: ACCHKH; I3SN: 09S6 3 202 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

Afl The syntheses ot 4 - ami no- 1 - 1 H.-D- r iboru! «»nosy 1 l-lH-1,2,3 - 1 riazolo [4,5- 
c)pyridine (8-aza -3 -deazaadenosine) . 4 amino 1 - (2-deoxy- H -D-erythro- 
pentofuranoay) > - 1H-1 . 2, 3 -triazolot4, 5-cJ pyridine (2 1 -deoxy- 8-aza-3- 
deazaadenosine) , and their N8 and NT glycosylated analogs and 
4 -amino- 1 - (2 , J -di deoxy- H-D-erythro-pent.oturanosyl I - 1H-1 . 2, 3 -triazolo 
[4 , 5-cl pyridine ( 2 ' . 3 • -dideoxy- 8-aza ■ 3 -deazaadenosine) were carried out by 
glycosylation of the 4 -chloro- 3FI- 1 < 2. 3 • t riisoloM , 5- cl pyridine anion. The 
anomeric configuration as well as the poaii.ion ot glycosylation were determined 
by 1H-. 13C-NMR. UV and N.O.E difference spectroscopy 
2 ■ -Deoxy -B-aza- 3 -rfeazn adenosine and its patent compound Z'-deoxyO- 
deazaadenosinc were found active against ASKV rtnd vsv The 
4-chloro-2- ( H-D- riboturanosyl ) -2H- 1 , 2, 3 t r i« zolo (4 , 5»-c) pyridine was 
active against Coxaackie Rl, whereas none 01 the a ■ *zh - 3 -deaza purine 
nucleosides, compound included, was active against HIV-1. The 6-chloro 
derivs. of B-aza- 3 -deazapurinc ribo- and 7 ' -deoxyt i bonucleosidea and 
showed some activity against L0V0 human colon adenocarcinoma. 

IT 110483-88-OP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
Btudy, unclassified); SPN (Synthetic preparation),- BIOL (Biological 
study) ,• PREP (Preparation) 

(preparation and antitumor and antiviral activity ofl 
RN 110483-88-0 CAPLUS 

CN Leucinostatin C (9CI) (CA INDEX NAMEl » 
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I ll 
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1994:473046 CAPLUS 
121:73046 

B-Aza derivatives of 3 -deazapurine nucleosides. 
Synthesis and in vitro evaluation of antiviral am 
antitumor activity 

Franchetti, P.; Mess in i, L . ; CappelUcci, L . ; 
Grifantini, M.,- Nocentini. G . ; Guarracino, P.; 
Marongiu, M. E. ; La col la, P. 

Dip. Sci . Chim.. Univ. Caroerino, Camerino, 62032, 



0 Me O 
C NH C C 



Mo O O Me 

C C NH CH? Ch2 C NH CH - 



0 Me O C NH CH Uu 
■ I I ll 
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1994:260842 CAPLUS 
120 : 260B42 

The nonapeptide leucinostatin A acts as a weak 
ionophore and as an immunosuppressant on T 1 ymphocytes 
Csermely, Peter, Radios, Lajos,- Rossi, Carlo; Szamel, 
Mart a. Ricci, Maurizio; Mihaly, Katalin, Somogyi , 
Janos 

Institute of Biochemistry I, Semmelweis University, 
school of Medicine, P.O. Box 260, Budapest, H-1444, 
Hung . 

Biochimica et Biophyaica Acta, Molecular Cell Research 
(1994), 1221(2). 125-32 
CODEN : BBAMCO; ISSN: 0167-4889 

PUBLISHER: Elsevier B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Earlier studies have disclosed that leucinostatin A, a hydrophobic 
nonapeptide antibiotic, assumes an <»- helical secondary structure in 
nonpolar environments. The present report demonstrates that the peptide 
acts as a weak ionophore facilitating the transport of mono-and divalent 
cntions through the plasma membrane of T lymphocytes and through 
artificial membranes. Leucinostatin A does not change the thymidine 
uptake ot both testing mouse thymocytes and peripheral blood lymphocytes 
but dose dependent ly prevents the activation of T lymphocytes by 
tt-tradecanoyl -pnorbol -acetate and by anti-T cell receptor antibody. 

IT 76600-38-9, Leucinostatin A 
PL: BIOL (Biological study) 

fas cation-selective ionophore and immunosuppressant, in T- 1 ymphocytes 
of humans and laboratory animals) 

RN 7t>600-3 8-9 CAPLUS 

CN Leucinostatin A I9CI) (CA INDEX NAME) 



Et- CH CH CH" C 



O C NH CH CH Pr-i 0 

C NH CH CH2 - CH CHj CH CH2 C Et 
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1994:24 5777 CAPLUS 
120:245777 

Cyclic peptides ,tn<i use thereof 
Shi rahu j i , Hi deo 

Takeda Chemical Industries. Ltd., Japan 
Eur. Pat . Appl . , «a pp. 

CODEN: EPXXDW 

Potent 
Eng 1 ish 



Kawada, Akira; 



PATENT NO. 



K 1 KD DATE 



APPLICATION NO. 



EP 1992-117182 



JF 060096B9 
ES 2133295 
US 5616684 
US 5883075 
PRIORITY APPLN. I 



OTHER SOURCE (S) : 



1994011B 
1999091$ 
19970401 
19990316 



JP 1992-216019 

ES 1992-117182 

US 1994-231449 

US 1996-680534 

JP 1991-303635 

JP 1992-35436 

JP 1992-111792 

JP 1992-216019 

JP 1991-203032 

JP 1992-35435 

US 1992-927205 

US 1994-231449 



19920813 
19921008 
19940420 
19960709 
A 19911119 
A 19920221 
A 19920430 
A 19920813 
Al 19910B13 
A 19920221 
81 19920807 
A3 19940420 



MARPAT 120:245777 



Afi Cyclic hexapept ides I (X, Y = amino acid residue; A - acidic D-amino acid 
residue,- B « neutral amino acid residue; C * L-amino acid residue,- D ■ 
D amino acid residue containing an aromatic ring) were prepared as endothelin 

and 

NK2 receptor antagonists. Thus, cyclo I -D- Asp-Trp-Asp-D-Leu-Leu-D-Trp- ] 
tilt was prepared by stepwise synthesis in solution II had endothelin A, Bl , 
and 52 binding affinities of 76, 100, and 100 relative to 
cycloI-D-Olu-Ala-D-alle-Leu-D-Trp-1 • l and an NK2 receptor- inhibi t i ng 
activity of 6.4 nM. 
IT 150211-Q4-4P 150211-05-5P 150211-40-8P 
150211-41-9P 150211-42-0P 150211-43-1P 
150211-44-2P 1S0236-88-7P 

Pl>t SPN (Synthetic preparation); PREP (Preparation) 

(intermediate in preparation of endothelin and NK2 antagonist cyclic 
hexapept i des ) 
RN 150211-04-4 CAPL.US 

CN I. Leucine, N- |N- [N- (1- (N- [(1,1 -dimethyl ethoxy) car bony 1 1 -D- <i- 

as party 1] - trans -4 - (phenylmethoxy) -L-prolyll-L- u-aspartyl]-D- leucyl ) - 

, l- (2-oxo-2-phenylethyl) 4 , 4 ' -bis (phenyl methyl ) ester <9CI> (CA INDEX 

NAME) 

Absolute stereochemistry. 



0 HN OBu-t 



Ph 0 



RN 150211-05- 5 CAPLUS 

CN L-Leucine, N- (n- f n- ( l - IN- [N- ( (1 , 1 - dimet hy 1 ethoxy ) car bony 1 ) - D- tryptophyl ] -D- 
u-aspartyl 1 -trans 4 - (phenylmethoxy) - L- prolyl ] - L - <i-aapartyl ] -D- 
leucyll-, 1- <2-oxo-2-phenylethyl > 4 , 4 • -hi s ( pheny lmet hylj ester (9CI) (CA 

INDEX NAME I 
Absolute stereochemistry- 



HN ORu - t 

! K 



0 H 



RN 150211-40-8 CAPLUS 

CN L-Aspartic ;»cid, N- 1 1 IN- { 1 1 , 1 - dimethyl ethoxyi cai'nony 1 1 ■ 0- u- 

aspartyl ] -trans -4 - (phenylmethoxy) - L- prolyl 1 , 1 (2 oxo- 2 - phenylethyl ) 
4.4 ' -bis (phenylmethyi > ester (9C1) tCA INDEX NAME) 

Absolute stereochemistry. 



o 



Ph o 




RN 150211-41-9 CAPLUS 

CN L-Aspartic acid, N- [1- [N- IN- [ (1, 1- dimethyl ethoxy) carbonyl ] -D-t ryptophyl ] -D- 
ii aspartyl 1 -trans-4 - (phenylmethoxy) -L-prolyl ]- , 1- (2-oxo-2- 
phenylethyl) 4 . 4 ■ -bi s (pheny Imethyl ) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 150211-4 2-0 CAPLUS 

CN L-Aspartic acid, N- (1- tN- {N- (N- 1 (1, 1 -dimethylethoxy ) carbonyl ) -L-leucyll -D- 
tryptophyl] -D- 'i-aspartyl] -trans-4- (phenylmethoxy) -L-prolyl] -. 
1 • (2-oxo-2-phenylethyl> 4 . 4 ' -bis (phenylmethyi) ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Ph O 

0 

t-BuO^ !' tf Bu-i S ° l ' h 




Ph 



o 



RN 150211-43- 1 CAP1.US 

CN L-Aspartic acid, N- [l- )N- |N- IN- IN- 1 (1, 1 -dimeLhylethoxy! carbonyl J -D-2- (2- 
Chieny) ) glycy 1 1 - L- leucyl i - D-t ryptophyl ] D- n-asp«rt.yl | - 1 rails- 4 - 
(phenylmethoxy) - L-pro) yl I ■ , l-(2-oxo-2 pheny I ethyl I 4 , 4 • -bis (phenylmethyi) 

ester (9CI) (CA INDEX NAME • 

Absolute stereochemistry. 




Ph 

o 



RN 150211-44 -2 CAPt.US 

CN L-Aspartic acid, N- (i • [N- (N- IN- JN- I ( t . 1 -dimethylethoxy) carbonyl J -D-2- (2- 
thienyl) glycyl I - L- leucyl 1 O- 1 ryptophy ! ] D- >> aspart y 1 ) - trans-4 - 
(phenylmethoxyi -L-prolyl 1 , 4,4' -bis (phenylmethyi I ester (9CI> (CA INDEX 
NAME) 



Absolute stereochemistry. 



c 



. N. O -* . 



i v Tr 



C0 2 H 0 



RN 1S0236-BB-7 CAPLUS 

CN L Leucine, N- IN- IN* [ 1- (N- IN- I 1 1 , l -dimethyl ethoxy > carbony 1 1 -D- t ryptophyl ] -D- 
■i-aspartyl] -trans-4- (phenyl met hoxy) -L-prolyl) - L- u-aspartyl] -D- 
leucylj-. 4.4 • -bis (pheny lmethyl ) ester (9CI) (ca INDEX NAME) 

Absolute stereochemistry. 



c 
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TITLE : Leucinostatin F. A minor co-metabolite from 

Paecilomyces marquandi i 
AUTHOR<S): Rossi, C. ; Ricci, M. ,- Tuttobello. L , ; Cerrini, S.; 

Scatturin, A.; Vercuani, G. f Ambrogi, V,; Perioli, L. 
1st. Chim. Farm. Tec. Farm., Univ. Perugia. Italy 
Acta Technologiae et Legis Medicament! (1990), 1(2), 

113-16 

CODEN : ATLMEQ; ISSN: 1121-2098 
Journal 
English 

Chemical and spectroscopic (NMR) evidences define the structure of a new, 
phytotoxic, antibiotic peptide, leucinostatin F, a minor byproduct 
isolated from submerged cultures of P. marquandii. 



IT 100349-85-7, i.euci nostat i ri p 
RL : BIOL (Biological study) 

(of Paecilomyces marquandii, structure of) 
RN 100349-85-7 CAPLUS 

CN Leucinostatin F <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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ton channel formation by servamicin - 1 1 B . A molecular 
mode I i nq study 

Sansom , M. S. P.; Hiilatam, P i Kail ft. I. L. 
l,ab. Mol. Biophys., Univ. Oxiord, Oxford, OXl 3QU, UK 
European Biophysics Journal (1991), 21(6), 369-383 
CODEN i EBJOE8 ,■ ISSN; 0175 7 571 
Journal 
Eng 1 ish 

(Zrv-110) is a 16 residue peptaibol which forms 
voltage-activated, multiple conductance level channels in planar lipid 
bi layers. A mol . model of Zrv-IIB channels is presented. The structure 
of monomeric Zrv-IIB is based upon the crystal structure ot 
Zervami ch>- Leu . The helical backbone is kinked by a hydroxyproline 
residue at position 10. Zrv-llB channels are modeled as helix bundles of 
from 4 to 8 parallel helixes surrounding a central pore. The monomers are 
packed with their C-terminal helical segments in close contact, and the 
bundles are stabilized by hydrogen bonds between glutamtne 11 and 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

AB Zervamicin-I I 



hydroxyproline 10 of adjacent helixes. Interaction energy profiles for 
movement of three different probe species IK«, el- and water) through the 
central pore are analyzed. The conformations of: (a) the sidechain of 
glutamine 3; (b> the hydroxyl group of hydroxyproline 10; and (c) the 
C- terminal hydroxy! group are optimized in order to maximize favorable 
interactions between the channel and the probes, resulting in favorable 
interaction energy profiles for all three. This suggests that 
conformational flexibility of polar sidechains enables the channel lining 
to mimic an aqueous environment. 
79395-85-0, Zervamicin- IIB 
RL: BIOL (Biological study) 

(ion channel formation by, mol. modeling of) 
7*395-85-0 CAPLUS 

L- Prol inamide, N- acetyl - L- 1 ryptophyl - L- i sol eucy 1 - L- glut ami nyl -D- isovalyl -L- 
isoleucyl -L-thi eonyl - 2 -methylalanyi - L- leucy 1 * 2-methyla 1 any 1 - (4R) -4-hydroxy- 
L-prolyl-L-glutaminyl- 2 -me thy la lanyl - (4R) -4 -hydroxy- L-prolyl -2- 
methylalanyl -N- (<1S>-1- (hydroxymethyl )- 2 - phenyl ethyl ] - (CA INDEX NAME) 



HO CH 2 o 
Ph-CH2 CM NH C 



N C C NH C 



C O 
Me i' Me 



CH (*Hj[ CH? C NH j 
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is leucinostatin- A a mycotoxin? 

Rossi, c.,- Ricci. m . ; Tuttobello. L. 

1st. Chim. Farm. Tec. Farm., Univ. Perugia. Perugia, 

Italy 

Acta Technologiae et Legis Medicament i (1993), 4(1), 
1 -6 

CODEN: ATLMEQ," ISSN: 1121-2098 



DOCUMENT TYPE : 
LANGUAGE: 

AB Leucinostatir 
researchers,- 
in face feedi 
marquandi 



Journal • 
Engl ish 

s have been recently characterized as mycotoxina by Japanese 
the authors believe that this term has been used improperly, 
ng albino mice with food-stuff infected by Paecilomyces 
possible to prove that Leuci nostatins are not real 



my cot ox ins; therefore the term used by the Japanese group must be 
understood only to specify products elaborated by fungi. 
•J6600-38-9 . Leucinootatin A 
RL: PROC (Process) 

(mycotoxin classification of) 
76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 



Et CH CH=CH C 
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1994:107757 CAPLUS 
120: 107757 

Preparation ot peptides cont, 

hydroxyprol ine as arihesivea 

Nagai. Ak i ra .- Yaman.oto. Yasu. 

Hitachi chemical Co Ltd. Jap 

Jpn. Kokai Tokkyo roho, 1 pp 

CO DEN : JKXXAF 

Patent 

Japanese 

1 



riinq Dopa and/or 
Hanishima, Yoshiaki 



K 1 ND DATE 



APPLICATION NO. 



DATE 



JP 05255385 A 19931005 JP 1992 51040 19920310 

PRIORITY APPLN. INFO. : JP 1992-5104O 19920310 

AB The title peptides H- Ala-Gly-Dopa-Gty Gly-OH II; Dcpa - Dopa residue), 
H-Ile-Thr-Dopa-Hyp-Hyp-Thr-Dopa-Hyp-Lys-OH (Hyp * -l - hydroxyprol ine 
residue), and H-Ala-Thr- Leu - Hyp-Thr -OH . useful as adhesives. drugs, and 
reagents (no data), are prepared Thus, I was prepared by the solid phase 
method using an automated peptide synthesizer 90(i0 (Mi 1 I iuen/Bioaearch) , 
Fmoc-Gly-Pepsyn-KA resin, Fmoc-Gl y -OPf p (Ptp - pent af luorophenyl ) , 
Pmoc-Dopa (BPhi -OH , and Fmoc- Ala-OPtp . 
IT 142095-67-8P 142095-69-OP 

RL : SPN (synthetic preparation); PREP (Preparation) 
(preparation ot , as adhesive) 
RN 14 2095-67-8 CAPLUS 

CN L-Lysine, N2- 1 1 rans -4 - hydroxy- 1- iN2- [ J - hydroxy- N- IN- k rans- 4 -hydroxy- 1- 
Jtrans-4-hydroxy-l - (3 - hydroxy- N- (N-L- isoleucyl -L-threonyl > -L-tyrosyl) -L- 
prolyl] - L- prolyl I - L-threonyll -L-tyrosyl I -L- lysyl 1 -L-prolyl } - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 142095-69-0 CAPLUS 

CN 1. Threonine. N- 11- IN- (N-L-alanyl-3-hydroxy-L-tyrosyl) -L-leucyl J -trans-4- 
hydroxy- L- prolyl! - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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Synthesis of 1 euci nostat i n F 
Kuwata, Shigeru; Nakaishi, Akihirc 
Miyazawa, Toshifumi 

Fac. Sci . , Konan Univ., Kobe, 658, Japan 
Pept. Chem. 1992. Proc . Jpn. Symp . . 2nd (1993). 
Meeting Date 1992, 134-6. Editor(s): Yanaihara, 
Noboru. ESCOM: Leiden, Neth. 
CODEN: 59NTAC 
Conterence 
Engl ish 
A report from a symposium. 
100349- 85-7P . Leuci nostat in F 

RL. SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
100349-85-7 CAPLUS 

Leucinostatin F (9CI) (CA INDEX NAME) 
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1994:77620 CAPLUS 
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Synthetic studies on antifungal cyclic peptides, 
echinocandins . SteienscleCt »ve total synthesis of 

echinocandin d via a novel peptide coupling 

K.urokawa. Natouko; Ohtune, Yasufumi 

Suntory Inst. Biooro ^os , Osaka, 61 a, Japan 

Tetrahedron [ 199 J ) , ' 49(28) . 6195 222 

CODEN: TETRAB; U'SN 0040-407.0 

Journal 
Enqlish 

CAS REACT 120:776.i0 



Absolute stereochemistry. 
Double bond geometry as shown. 



Me H0 o v 

if 

He y 0 



^ # NHCO{CH 2 )7 V {CH 2 ) 4 Me 



AB Synthetic studies on the novel fungicidal oligopeptides, echinocandin C 
CI; Rl « OH) and D II; Rl - H) , are described. The constituent amino 
acids (3S, 53) -3-hydroxy-4 -methyl - L-prol ine , <3R) - hydroxy- L- homotyrosi ne , 
hydroxyprol ine. and 4 , 5-dihydroxyornithine were synthesized in a 
stereocontrolled manner from chiral starting materials. The coupling of 
tnese amino acids was characterized by the use of unprotected amino acid 
as the C-terroinal and 2-pyridyl thiol ester as the N-terminal, and the 
coupling was performed in the presence of 1 - (trimethylBi lyl > imidazole or . 
catalytic amount ot tert-omine to give C-terminal free dipepcides. which 
were converted a common pentapeptide intermediate for the synthesis of I. 
The synthesis oi 1 (Rl ■ H) was achieved by the cyclization of a 
hexapeptide intermediate. 

IT )04197-59-3P 

R L : spn (Synthetic preparation) .• PREP {Preparation) 

(preparation and acidic deblocking of, in attempted preparation of 

echinocandins ) 

RN 104197-S9-3 CAPLUS 

CN L-Prolinamide, erythro-4- [Hi. 1 -dimethylethyl ) dimethylsi lyl J oxy ] -5.5- 
di.methoxy-N- (1 -oxo-9, 12-octadecadienyl ) - L-norva lyl -O- 1(1,1- 
di methyl ethyl ) dimethyls i lyl } - L- threonyl - trans -4 - hydroxy- L- prolyl -4 - (4 - 
hydroxyphenyl ) -L-threonyl - L- threonyl- 3 -hydroxy- 4 -methyl - , 
11 t»Z, 12ZJ . 2«. 3|<.4PI - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



<CH 2 >7 z 



\*.*J ,7 H N 



t -Bu 

0 OU 3 1 



UN ' 0 



IT 152388-95-9P 

RL: RCT (Reactant), SPN (Synthetic preparation)/ PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and attempted cyclocondensat i on of, with ammonia, in 
preparation of 

RN 152388-95-9 CAPLUS 

CN L-Proline, 1- In- In- [1 - |0- ( ( 1 , 1 -dimethylethyl) dimethyls i lyl ) -N- [erythro-4- 
( [ (1 . 1-dimethylethyl Hiimethylsi lylloxy] -N- | (4 mettioxypheny ) I methyl] -S-oxo- 
N- ( (phenylmcthoxy! carbonyl | -L-norleucyt I L threonyl 1 -t rans - 4 - hydroxy-L- 
prolyl 1-4- (4 -hydroxyphenyl > L-threonyl 1 L-threonyl ) - j - hydroxy- 4 -methyl - , 
methyl ester. (2u,3P.5|M- (9CI) (CA INDEX NAME) 



UM<? 
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I I 
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RL: RCT (Reactant), SPN (Synthetic prtpa rat ion > ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and ojonolysis of, in »t tempted preparation of echinocandins) 
152386-94-fl CAPLUS 

L-Proline. l-[N-fN-h [n 15. 6-rtidehydio eryi hro 4 llll.l 
dimethylethyl )dimothy!si lyl loxy) - N* | (4 -mettioxypheny 1 'methyl 1 -N- 
[ (phenylmethoxy) carbonyl ] L noi leucyl I o {U,l- 

dimethylethy t ) dimethyl si lyl 1 • t, threonyl I - 1 r ans 4 hydroxy L- prolyl) -4 - (4 - 
hydroxyphenyl ) -L- threonyl I L threonyl I - hydroxy- 4 • met hyl - . methyl ester. 
(2n.jp.4fU- (9CI) ({.'A INDEX NAME) 



Me 



0 Si Bu-t 



O CH 2 
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CH CH? CH CH CH; 

CO Me 



II OH 

i C QMe 

/ 0 CH Me o 

N C CH HH C 
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106391-79-1P 

RL . rct (Reactant); SPN (Synthetic preparation); prep (Preparation); RACT 
(Reactant or reagent) 

(preparation and catalytic hydrogenolys i s of) 

506391-79-1 CAPLUS 

L Prolinamide, O- I (1 , 1 -dimethylethyl) dimethylsilyl) -N- 

[ (phenylmethoxy) carbonyl ) - L-threonyl - trans -4 - hydroxy- L- prolyl -4 - (4- 

hydroxyphenyl I - L-threonyl- L-threonyl - 3 -hydroxy- 4 -methyl - , 

(2.1,31-1.411)- (9CI) (CA INDEX NAME) 



CH CH NH C 



«2N C 



C - - CH NH- C 



- CH2 CH- CH- NH" 



0 NH-C-0 -CH2~ Ph 
II I 

C- CH-CH- Me 



O- S i - Bu - 1 



106391-80-4P 

RL: RCT (Reactant),- spn (Synthetic preparation); prep (Preparation); RACT 
(Reactant or reagent) 

(preparation and peptide coupling of. with protected 

amino(hydroxy) dimet hoxypentanoic acid deriva 

echinocandins) 

106391-80-4 CAPLUS 

L-Prol inamide. O- 1 ( 1 , 1 - dimethylethyl ) dime t.hy la i lyl 1 - L- threonyl -trans -4 - 
hydroxy- L- prolyl -4 - (4 hydroxyphenyl ) • L- threonyl - 1. threonyl - 3 - hydroxy-4 - 
methyl-, I2<» . 3|t, 4^! - (9CI) (CA INDEX NAME) 



in preparation of 



IT li>23B8-94-BP 



CH2 CH CH~ C 



O- Sl~ Bu- C 



CH- CH— Me 
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Me-CH 0 
I II 
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W4213-54-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Neactant or reagent) 

(preparation and peptide coupling of, with protected ornithine derivative, 

preparation of echinocandin D> 
104213-54-9 CAPLUS 

L- Proline, 1- [N- [N-U- 10- { (1. 1 - dime thy let hyl ) dimethyls i lyl ] -L-threonyl ) - 
trans-4 -hydroxy- L-prolyl J -4- (4 -hydroxyphenyl > - L-threonyl] -L- threonyl I -3- 
nydroxy-4-methyl-, methyl ester. (2u,3P,4P>- (9CI) (CA 
INDEX NAME) 



O- Si- 
I I 



II); PREP (.Preparation) 

and cyclisation of. echinocandin D from) 



---CH-CH2 CH CH fCH 2 )4 Me 

IT 104197-61-7P 

RL: SPN (Synthetic pro pa ratio 
(preparation, deblocking, 

RN 104 197-61-7 CAPLUS 

CN L-Proline. 1- IN- [N- 1 1 - |N- [N5- [ (1 . I dimethylethoxy) carocnyl J -N2- (l-oxo-9. 12- 
octadecadienyl > - L-orni thyl ) -O- | (1 , l.-dimethylet hyl Idimethylsi lylj -L- 
threonyl) -trans-4-hydroxy-i,-prolyl) -4- (4 -hydroxyphenyl 1 -L-threonylJ -L- 
threonyll -3-hydroxy-4 methyl - , methyl eater, 1 1 (92. 12Z) .2". 3P.4 
pi- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry a a shown . 



"~C- CH- CH- Me 
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OH NH O Me-CH 0 
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104 197-60-6P 

PL: SPN (Synthetic preparation),- PREP (Preparation) 

(preparation of) 
104197-60-6 CAPLUS 

L Prolinamide. erythro-4 -hydroxy- 5-oxo-N- (l-oxo-9. 1 2 -octadecadieny 1 ) -L- 
norvalyl -L-chreonyl -trans-4 - hydroxy- L-prolyl -4 - (4 - hydroxyphenyl ) • L- 
threonyl -L-threonyl - 3 - hydroxy- 4 -methyl -. ll(9Z,l2Z),2<i,3P,4 .bet 
«.)- (9CI) (CA INDEX NAME) 



\o ( 

f li" 



(CH 2 )3 3 N ICH 2 »7 2 



N O B.i I 



IT 104213-53-BP 

RL: SPN (Synthetic preparation); PREP (Pi*eparat ion ) 
(preparation, deprotect ion . or amidation of) 
RU 104213-53-8 CAPLUS 

CN L Proline, 1 - (N- IN- 1 1 - 10- [ < 1 , 1 -dimethylethy i ) dimethy lsi lyl ) -N- 

[ ( phenyl me thoxy) car bony 1) -L-threonyl ] -trans-4 -hydroxy- L-prolyl 3 -4 - (4 - 
hydroxyphenyl) - L-threonyl ] -L-threonyl ] -3 - hydroxy- 4 -methyl - . methyl ester. 
(2m.3P.4P)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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DOCUMENT TYPE: 
LANGUAGE: 

AB Protein kinase C 

dependent procein kinases 
catalytic fragment of PKf 



Biochemistry (l 
C0UEN : B1CHAW; 
J'JUl'lia ] 
English 

PKO is a family ot closely related phosphol ipid- 
A fully active, phosphol ipi d - independent 
produced by limited proteolysis of the 



enzyme. The catalytic fragment allows a simplified assay system for the 
anal, of PKC inhibitors that interact with the catalytic domain. 
Recently, the authors reported that N- wyr istoylat ion o! the synthetic 
peptide substrate Arg - Lys - Arg-Thr - Leu- Arg- Arg ■ l.eu (RKRTI.RRL) transformed a 
peptide that completely lacked inhibitory activity against the histone 
kinase reactions of PKC and its catalytic fragment into a peptide that 
potentially inhibited both of these reactions. N-myri stoy lation did not 
alter the potency of the peptide as a PKC substrate, and the basis for the 
acquisition of inhibitory activity against the catalytic fragment by 
N-myristoylation ot the peptide remained unclear. In this report, the 
authors propose a mechanism for catalytic fragment innibicion by the 
N-myristoylated peptide that is based on a comparison or the inhibitory 
potencies of several nonphosphory 1 atab J e analous of N-myri stoyl -RKRTLRRL, 
a kinetic anal, ot the inhibition ol the histone kinase activity of the 
catalytic fragment by nonphosphory 1 atabl e N -myr is toy 1 RKRTLRRL analogs, 
and an anal, of the inhibitory effects ot the N myr i stoyl ated peptide 
series on the intrinsic ATPase activity of PKC. The results support a 
mechanism in which th« N-myi isr.oylated peptides inhibit the catalytic 
fragment by binding to I'KCfree, but uoi to the complex PKC-ATP, at the 
protein-substrate binding site. The ability to bind PKC free distinguishes 
the N-myristoylated peptides from histone Bubsttate and dead-end synthetic 
peptide inhibitors, because the latter agents appear to njnd only to 
PKC-ATP. A serious limitation observed with inhibitory oligopeptide 
substrate analogs of protein kinases is Hint they often compete with 
protein substrates only weakly, it at all. N-myr istoy 1 at i on of 
oligopeptide substrate analogs of PKr may overcome this limitation by 
allowing the inhibitory peptides to bind to a form of PKC that does not 
bind protein substrates such as histone, so that inhibition can be 
achieved without direct competition with the protein substrate. Thus, 
N-myristoylation or oligopeptide substrate analogs is a promising approach 
for the development of potent PKC inhibitors that exploit the substrate 
selectivity of the enzyme. 
IT 152246-38-3 

•RL : nrOL (Biological study) 

(protein kinase C catalytic domain inhibition oy. structure relation 
to) 

RN 152246-38-3 CAPLUS 

CN L-Leucine, N- [N2- (NZ- [N- n - [N2* 1N2- (N2 ( l • oxoi. et l adecyl ) • L-arginyl ) - L- 
lysyl ] -L-arginyl ) -trans-4 -hydroxy -L- pi olyl I L Jeueyl 1 • L-arqinyll -L- 
arginyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L« ANSWER 3 55 OF 551 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE 



CAPLUS COPYRIGHT 2 00 7 ACS on STN 
1994:48689 CAPLUS 
120:48689 

Inhibition of protein kinase C by N-myristoylated 

peptide substrate analogs 

Ward, Nancy E . ; O' Brian, Catherine A. 

Univ. Texas M. D. Anderson cancer Cent., Houston, 

77030, USA 



Absolute stereochemistry . 
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Modified position 7 bradykinin antagonist peptides 

Kyle, Donald James 

Nova Technology Ltd., USA 

PCT Int. Appl . , 4 6 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KIND DATE 



WO 9311789 

W: CA. JP. 
RW: AT, BE, 

U = 64 58923 
PRIORITY APPLN. INFO 



Al 



KR 



APPLICATION NO. 



19930624 WO 1992-US10469 



19921209 



CH, DE, DK, ES, FR, GB , GR, IE. IT, LU, MC, NL, PT, SE 
Bl 20021001 US 1994-302988 19940912 

: US 1991-805640 A 19911212 

US 1992-981530 A 19921126 

: SOURCE(S): MAR PAT 120:31233 

Bradykinin analogs in which Pro-7 is replaced by an isoquinoline or 
cyclohexylalanine fragment were prepared as bradykinin antagonists. 
3 Carboxydecahydroisoquinol ine was prepared by reducing the 
1 . 2, 3. 4-cetrahydro analog with Rh catalyst. Cyclohexylalanine was 
obtained by reducing phenylalanine with Pt catalyst. H - D- Arg - Arg - Pro - Hyp - 
Gly-Thi-Ser-D-Ric-Tic-Arg-OH (I. Thi - 2-thienylalanine. Ric - 
cis- 3 -carboxydecahydroisoquinol ine. Tic • 3-carboxy-l, 2, 3,4- 
tetrahydroisoquinol ine) was prepared by automated synthesis. I had a 
bradykinin receptor -binding Ki of 2.13 nM. 

Ibl899-21-7P 1S1B99-22-8P 151899-23-9P 
151899-24 -OP 

RL. SPN (Synthetic preparation); PREP (Preparation) 

{preparation of! 
151899-21-7 CAPLUS 

Bradykinin, N2-D-arginyl -3 - (trans -4 - hydroxy-L-prol ine) - 7- ( 3 -cycl ohexy 1 - D- 
alanine) -8- ltrans-4 - (phenylthio) -L-proline] - (9CI) (CA INDEX NAME) 



NH O 

J\ . «CH 2 )3 p ; 



3^ S 

J ^ 



> <CH 2 )3 9 



C0 2 H 
N 3 rCH2)3 



RN 151B99-22-B CAPLUS 

CN Bradykinin, N2 ■ D- arg i ny 1 - 3 (t rans-4 - hydi oxy L- proline) »- ( 3 -cyclohexyl -o- 
alanine) -8- fcis-4 - (phenylthio) -L-prol ine) Oci) (CA INDEX NAMB) 



Absolute stereochemistry. 



o ^ 



C0 2 H 
n 5 tr\ 



RN 151899-23-9 CAPLUS 

CN Bradykinin, N2 -D-arg inyl - 3 - (t rans -4 - hydroxy- L-prol ine) -7- ( 3 -cyclohexyl -D- 
aianine) -8- (cis-4-propoxy-L-proline) - OCI) (CA INDEX NAME) 



Absolute stereochemistry. 



(CH 2 ) 3 R y 
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(CH2>3 3 
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C0 2 H 
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RN 151BS9-24-0 CAPLUS 

CN Bradykinin, N2 D-arginyl-3 - (trans-4 -hydroxy-L-prol ine) -7- (3 -cyclohexyl -D- 



alanine) -8- (trans-4 - propoxy- L- prol i ne) <9c:i> Ica INDEX NAMB) 
Absolute stereochemistry. 
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1993 6644 14 CAPLUS 
119- 2 644I4 

Acetylcholine recept nt binding characteristics of 
snake and cone snail venom postsynrtpt i c neurotoxins: 
F'urthet studies *it;i a non radioactive assay 
St i les, Bradley O 

Toxinol. Oiv., United St.ttea Army Med. Res. Inst. 

1 11 feci Dis . Foit Dei rick, Fredei icV. MD, 21702-5011, 

USA 

Toxicon U9<»3>, M t M . 825 34 
CODEN: TOX1A6, ISSN 004 1-0101 



Bl 



English 

postsynaptic neurotoxins t roro snake and 
noma to nicot inic acetylcholine tecepi.01 
investigated with an El, ISA- based, nonradioaci ive assay 
postsynaptic toxins 1 row the long-chain group (Naja 



marine cone snail 
(AchR) was 
Three snake 
ja kaouthia 



cobrntoxin, Naja oxinna neurotoxin I, Uunganig multicinctus 
<»-bungarotoxin) and short -chain group (Naia naja ana cobrotoxin, 
Naja oxiana neurotoxin II, and Laticauda semi t aaci at a erabutoxin b) were 
studied. Both types of snake postsynaptic toxins showed « dose - response 



with constant AchR (50 ^g/mL> and varying toxin concns . {50-0.035 

ng/mL) . The min. detection limits of the assay for snake toxins ranged 

from 310 to 1240 ng/mL (40-160 pmol/mL), depending on the toxin. Unlike 

any of the short -chain toxins, long-chain toxins consistently bound less 

receptor and reached maximum absorbance levels with toxin concns. of 10-50 

ng/mL. competition for AchR binding between cone snail postsynaptic 

neurotoxins (conotoxins GI , MI, SI) and <«- bungarotoxi n or cobrotoxin 

resulted in a dose- response . The postsynaptic conotoxins were uniformly 

better competitors for AchR binding with u-bungarotoxin than with 

cobrotoxin. Heat stability studies with neurotoxin I, erabutoxin b. or 

cobrotoxin revealed a loss in AchR binding activity with increasing temperature 

n-Bungarotoxin heated at 90 e C had increased AchR binding 

activity by 105%, relative to 25"»C samples, but lost the majority 

of its binding activity after lOO'C. The enhanced binding of 

heated u-bungarotoxin to AchR was specific, as evidenced by a 

competitive dose- response with unheated u-bungarotoxin, but heated 

toxin lacked any biol. activity in the mouse lethal assay. When 

conotoxins gi or Ml were heated at ioo°c, there was no detectable 

loss in AchR binding activity, and only a slight decrease in mouse 

lethal ity. 

IT 66394-16-3. Conotoxin G IIIA 
Ri. : proc (Process) 

(binding of. to nicotinic receptors) 

RN 863 94-16-3 CAPLUS 

CN ^i-conotoxin G IIIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



H ,i 

(CH 2 )4^ 0 (CH 2 )3 O 

NH 2 NH 



0 ON 
HM NH 2 h s 



Me " 
O NH 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1993:644960 CAPLUS 
119:244960 

Segregated folding determinants for small 
diaul I idtt- i ich peptides 

Hi Uy<ti-d, David R., Olivers, Brtldomero M. 

University of Utah. USA 

U.S., IS pp . 

CODENr US XX AM 

Pat ant, 

Engl ish 

i 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 5231011 A 199307 2 7 US 1991-689693 19910418 

PRIORITY APPLN. INFO.: US 1991-689693 19910418 

Afl . A mature biol active cys-rich peptide having specific SS bonds between 
Cys residues providing a consistent folding pattern is prepared from a 
pi epropept ide consisting of a N-terminal excised region (derived e.g. from 
a conotoxin) separated from the Cys-rich peptide by il cleavable amino 
acid residues. The excised region consists of an N-terminal end providing 
a hydrophobic signal sequence of £25 amino acids, and an 
intermediate central propeptide domain of 5-50 amino acids; the excised 
region serves as a folding template to direct the formation of specific SS 
bonds in the Cys-rich peptide. The Cys-rich peptide is cleaved by 
enzymes, releasing the biol. active peptide. Thus, conotoxins MVIIB from 
Conua magus and gvia from c. geographus (4 -loop <«-toxins targeting 
presynaptic Ca channels) show >90* conservation of amino acid sequence in 
their template domains, but the sequences of the mature toxins are highly 
divergent, illustrating that the same template region can be used to 
specifically fold mature peptides of considerable sequence diversity. The 
cDNA sequence encoding a conotoxin from C. textile venom ducts was determined 
IT 9207B-76-7P, w-conotoxin G VIA (reduced) 
RL: PRP (Properties); PREP (Preparation) 

(folded conformation of, disulfide bond formation by prepropeptide in 
relation to) 
RN 92078-76-7 CAPLUS 

CN « Conotoxin G VIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



H 

H2N. N 




o 
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1993:603860 CAPLUS 
119 : 203860 

Preparation of cyclic peptides as endothelin and 
neurokinin antagonists 

Wakimasu, Mitsuhiro; Kikuchi, Takashi ,■ Kawada, Akira. 
Shirahuji. Hideo 

Takeda Chemical Industries, Ltd., Japan 
Eur . Pat . Appl . , 88 pp . 



CODEN 

Patent 
Engl ish 



EPXXDW 



PATENT NO. 

EP 528312 
EP 528312 
EP 528312 



KIND DATE 



A2 19930224 

A3 19930414 

01 19970716 

AT, BE. CH, DE, DK, ES, FR, 



APPLICATION NO. 



EP 1992-113568 



AT 15 54 86 
ES 2103857 
CA 2075878 
CA 2075878 
NO 9203142 
NO 310295 
FI 106031 
US 5616684 
JP 08225595 
JP 2726647 
US 5883075 
PRIORITY APPLN. I 



OTHER SOURCE IS) : 



19970815 
19971001 
19930214 
20021224 
19930:15 
20010618 
20001115 
19970401 
19960903 
199B0311 
19990316 



Gli, GR, IE. IT. LI. 

AT 1992-113568 

ES 1992-113568 

CA 1992-2075878 

NO 1992-3142 

FI 1992-3619 

US 1994-231449 

JP 199S-342625 



US 1996-680534 
JP 1991-203032 
JP 1991-303635 
JP 1992-35436 
JP 1992-111792 
JP 1992-35435 
US 1992-927205 
US 1994-231449 
CAS REACT 119:203860; MARPAT 119:203B60 



NL, PT, SE 
19920808 
19920808 
19920812 

19920812 

19920812 
19940420 
1995122B 

19960709 

A 19910B13 

A 19911119 

A 19920221 

A 19920430 

A 19920221 

Bl 19920807 

A3 19940420 



AB Title compds. II; X, Y « n-amino acid residues; A • acidic 

O-u-amino acid residue; B = neutral <>-amino acid residue; C - 

L-<«-amino acid residue,- D = D-u-amino acid residue having an 

aromatic group; hydroxy, thiol, amino, Imiito, and carboxyl groups can be 

substituted), were prepared Thus, cycl o (D - Asp Ala - Asp-O Leu- Leu-Ddd-Trp) , 

prepared by solution phase coupling una intramol eye! i sat ion, showed specific 

binding activity at ETA receptors of 9. J [relative to a 

cyclo<D-Glu-Ala-D-AU«-Leu-D-Trp) standard at i.o], i also showed binding at 
EtBM, ETB * 2 , and NK2 receptors. 
IT 1502U-04-4P 150211-05-5P 1502U-40-SP 

150211- 41-9P 150211-42- OP 150211-43-1P 
15021 1-44-2P 150212-26-3P 1 50212 - 27-4 P 

150212- 2B-SP 150212*2*-6P 150212-30 9P 
150212-82- 1P 1 50212- 8J-2P 1 50 226 - 3 0 • 5P 
150236-88-7P 

RL-. spn (Synthetic preparation); prep (Preparation) 

(preparation ot , as intermediate lo> endothelin and neurokinin antagonist) 
RN 150211-04-4 CAPLUS 

CN L-Leucine, N- [N- IN- [1 • IN- [(1,1 -diroethylet hoxyicarhonyl ) -D- u- 

aspartyl) -trans-4- (phenylmethoxy) -L- prolyl | -L- "-aspartyl | D- leucylj - 

, 1- (2-oxo-2-phenylethyl ) 4,4' -bis {phenyl methyl ) ester I9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



0 HN OBu-t 



150211-05-5 CAPLUS 

L-Leucine, N- [N- (N- [1- [N- JN- [ (1 , 1-dimethylet hoxylcarlKjnyl J -D-cryptOphyl ) -D- 
u- aspartyl 1 -trans-4 - (phenyl me thoxy) - L- prolyl 1 - L- •> -a spar tyl I -D- 



Absolute stereochemistry. 



r \"X i 



i 



J ^0 Ph 



T'T" 



RN 1 30211 -40-8 CAPLUS 

CN L-Aspartic acid, N-Il-IN- 1(1,1 -dimethyl ethoxy) carbonyl I -D- ti- 

aspartyl) -trans-4- fphenylmethoxy) -L-prolyl ) - , 1- (2-oxo-2-phenylethyI ) 
4,4 '-bjs(phenylmethyl) ester (9d) (ca INDEX name) 

Absolute stereochemistry. 



150211-4 1-9 CAPLUS 

L ■ As part ic acid. N- tl- IN- (N- I (1, 1 -dimethy lethoxy) carbonyl ] - 0- tryptophy 1 ) -D- 
<t oapartyl] -trans-4 - (phenylmethoxy) - L-prolyl I - , 1- (2-oxo-2- 
phenylethyl) 4 . 4 ' -bis (phenylmethyl) ester (9ci> <CA INDEX NAME) 



O'- 



HN Oliu-t 0 



RN 150211-42-0 CAPLUS 

CN L-Aspartic acid, N-ll IN- IN- IN- [ (1, 1 -dimethylethoxy) carbonyl ) -L-leucyl I -D- 
tryptophyl ) - D- n - aspai i. y 1 ) - trans - 4 - (phenyl met hony) - L- prol y I ) - . 
I- (2-oxo-a-phenyIethy) ) 4 . 4 • -bis (phenylmethyl ) ester (9CI) I CA INDEX 

NAME) 

Absolute stereochemistry. 



RN 150211-43-) CAPLUS 

CN L-Aspartic acid. N- ll- IN- IN- IN- (N- Ml, 1 djmethy tet noxy) carbonyl J -D-2- (2- 
thienyl )glycyl I - L leucylj D tryptophy!] 0 u- aspartyl I • trans-4 - 
(phenylmethoxy) L-prolyll-, l-(2-Oxo Z phenylethyl > 4 . 4 ' - b: s (phenylmethyl ) 
ester (9ci> ica index name) 

Absolute stereocherti) stry . 



Absolute stereochemistry. 



I'T 1 

. N. o A. 



N s ^,Bu-i 



jj HN O O 



I ° 



RN 150211-44-2 CAPLUS 

CN L-Aspartic acid. N- [1- IN- IN- [N- IN- ( {1, l-dimethylethoxy) carbonyl ) -D-2- 12- 
th lenyl )glycy) ) -L- leucyl ) -D- tryptophyl 1 -D- <i-aspartyl ) -trans-4 - 
(phenylmethoxyl -L-prolyl] -, 4 , 4 ' -bis (phenylmethyl > ester (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 



t s 

,v,.y 



C 



: t i 



HN O O 



Ph 



r 



RN 150212-26-3 CAPLUS 

CN I, Aspartic acid, N- (I-D-<»-aspartyl-trans-4- ( phenyl met hoxy ) - L-prolyl ) - 

, 1- (2-oxo-2-phenylethyl) 4 . 4 • - bi s (phenylmethyl ) ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



. P 



RN 150212-27-4 CAPLUS 

CN L-Aspa>tic acid, N- Iti ans-4 - t phenyl met.noxy' i (N 0- tryptophyl -D- a- 

aspariyl) -L-prolyl 1 - . 1 • 1 2- oxo- 2 -phenyl ethyl ) 4.4' bis (phenyl methyl) ester 

(9CI) (CA INDEX NAMKl 

Absolute stereochemistry. 



O \ r 



RN 150212-28-5 CAPLUS 

CN L-Aspartic acid, N- 1 1 - |N IN- L- leucyl ■ D- ! ryptophyl )-D- <i-aspartyl] - 
trans-4 - (phenylmethoxyl L-prolyll-. 1-12 oxo-j pheny lethyl ) 
4 , 4 • -bis (phenylmethyl ! ester 19CI) (CA INDEX NAME) 

Absolute stereochemistry . 



0-"l 



RN lt.0212-29-6 CAPLUS 

CN 4 . 7-Methano-lH-isoindole-l , 3 (2H> -dione. 2- I IN- 1 1- IN- IN- (N- [N- ( (1 , 1 - 

dimethylethoxylcarhonyl) -D-2- < 2 -thienyl ) glycyl] -L- leucyl] -D-tryptophy 1 1 -D- 
.»-aspartyl] -trans-4- (phenylmethoxyl -L-prolyl) - L- <«- 
aspartyiloxy] Ja . 4 . 7 , 7a - tetrahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



c 



J ° i-Bu 



6 



RN 150212-30-9 CAPLUS 

CN 4,7-Methano-lH-isoindole-l,3 (2H) -dione, 3a, 4 , 7, 7a-tetrahydro- 2- I |N- Itrans- 
4 • (phenylmethoxy) -1 - (N- [N- (N- [D-2- (2- thienyl ) gl ycyl ] -L- leucyl) -D- 
tryptophyl 1 - D- n-aspartyl] -L-prolyl] -L- n-asparty 1 1 oxy ] - , 
bis (phenylmethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



\ V U 5 tl ^- S 

)i I 



l 3u O 



,..o 



RN 150212-82-1 CAPLUS 

CN L-Leucine, N- IN- IN- 11 D- n-aspartyl -trans 4 - {phenylmethoxyl -L-prolyl) - 
L-u-aspartyl ) -D- leucyl 1 - . l-C-oxo-2 phenyl et»iyl ' 
4.4 • -bis (phenylmethyl > estet (9CI) (CA INDEX NAME) 

Absolute stereochemi stry 



O HjN 

.J 



RN 
CN 



150212-83-2 CAPLUS 

4 ,7-Methano-iH-isoindole 1 , 3 (2)1) -dione. t IN- lit (Nil In In-IU.1- 
dimethylethoxyi carbonyl I D - t i yptophy 1 | n <« aspaity) 1 trans-4- 



(phenyl met hoxy) -L-prolyl] - L- u-aspartylj -D-leucyl] -L-leucyl)oxyJ - 
3a.4,7.7a-tetrahydro-. bis (pheny lmethyl ) ester { SCI ) (CA INDEX NAME) 



Absolute stereochemistry . 



PAGE 1-A 
O 



c 



A 



- - J 0 i-Bu O ' ' 




X 




Ph O 

i-Bu O 



i-Bu O 



X. 



RN 150236-88-7 CAPLUS 

CN L-Leucine. N- [N [N- (1- [n- IN- I (l. 1 -dimethyl ethoxy I carbonyll -D-tryptophyll 
u-aspartyl) - trans -4 - (phenyl met boxy) - L prolyl ) -L << -aspat i yl | -D- 
leucyl]-. 4,4 • -bis (pheny lmethyl ) ester (9CI» (CA INDEX NAME) 

Absolute stereochemistry. 



RN 15,0226-30-5 CAPLUS 

CN 4, 7-Methano-lH- isoindole-l , 3 (2H) -dione, 3 a , 4 , 7 . 7a - tetrahydro- 2 - I [N- IN- IN- 
I trans -4 - (pheny 1 met hoxy) - 1 - (N-D-tryptophyl -D- u-aspartyl ) -L- prolyl ) - L- 
u-aspartyll-D-leucyll-L-leucyUoxy]-. bis (phenylmethyl ) ester (9CI) 

<CA INDEX NAME) 

Absolute stereochemistry. 



"1 



0 I I 

I CO 
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TITLE: Role of basic residues for the binding of 

<■»- conotoxin GVIA to N-type calcium channels 
AUTHOR'S): Sato, Kazuki; Park, Nam Gyu.- Kohno. Toshiyuki; Maeda, 

Tadakazu,- Kim, Jae II; Kato, Rika; Takahashi, Masami 
Mitsubishi Kasei Inst. Life Sci., Machida, 194 , Japan 
Biochemical and Biophysical Research Communications 
(1993), 194(3), 1292-6 
CODEN: BBRCA9; ISSN; 0006-291X 
Journal 
English 

AB Each of 4 basic residues of m-conotoxin GVIA was replaced with 

alanine to study the role of basic residues for the binding of this toxin 
to N-type calcium channels. The activities of these analogs were estimated 
from the inhibitory action on 1251 - M-conotoxin gvia binding to chick 
brain synaptic plasma membranes. The replacement of Argi7, Lys24 and 
Arg25 resulted in no significant change in the activity and all of the 
analogs gave the same IC50 value <0.15 nM) as that of native 
«>- conotoxin GVIA. The inhibitory action of [Ala2] <•>- conotoxin 
GVIA IK2A) was 40-times less potent (IC50 - 5.5 nM) ; however, full 
inhibition was achieved at a concentration above 0.1 MM. Thus, the Arg 
residue is not essential for the activity of m- conotoxin GVIA. The 
nature of association to ion channels may be different between 
conotoxin OV1A and M-conotoxin QUIA. 

IT 92078-76-7, n>-Conotoxin G VIA (reduced) 
RL- BIOL (Biological study) 

(prepn- and binding to brain synaptic plasma membrane of, N-type 
calcium channel in relation to) 

RN S;078-76-7 CAPLUS 

CN si conotoxin G VIA (reduced) (9CI> (CA INDEX NAME) 
Absolute stereochemistry. 
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AS u-ConotOxin GUI 



CAPLUS COPYRIGHT 2007 ACS on STN 
1993:511192 CAPLUS 
119:1X1792 

Solution synthesis of fi-conotoxin GI1IB: 
Optimisation of the oxidative folding reaction 
Kubo, S. ; Chi no. N , ; Watanabe, T. X.; Kimura, T.; 
Sakakibara. S. 

Pept. Inst., Protein Res. Found., Osaka. Japan 
Peptide Research (1993), 6(2), 66-72 

CODEN: PEREEO,- ISSN: 10-10-5704 

Journal 
English 

a skeletal muscle sodium channel specific blocker, 
was synthesized by the solution procedure. The whole mol . , which is composed 
ot 22 amino acid residues including 6 Cys and 3 trans -4 • hydroxy- L- prolyl 
residues, was constructed from 3 segments. After removal of all 
protecting groups, the reduced peptide was subjected to an oxidative 
folding reaction at a peptide concentration of 1 + 10-5 M. 3 Major 
products (i, z and 3) were formed in a ratio of 1:4:3. Determination of the 
disulfide structures in each product revealed them to be disulfide 
isomers, with similar connectivities in the latter two. Study of the 
biol . activities of the 3 products in mice indicated that only 1, which is 
the minor product, has the same potency as the natural product. Anal, of 
the folding process at 1 . 10-5 M showed that the disulfide bond 
between CyslO and Cysl5 was initially formed, thus leading to the 
predominant generation of 2 and 3. Optimal conditions for the formation 
or 1 (n-conotoxin GIIIB) were obtained by increasing the peptide concentration 
in the oxidation reaction mixture or by using redox reagents, both of which 
functioned as promoters for the thiol - d i su 1 f ide exchange reaction of the 
mismatched disulfide bond between CyslO and Cysl5. 
IT 664 14-29-ip, n-conotoxin o ma (reduced) 

RL: SPN (Synthetic preparation),- PREP (Preparation) 

(preparation of, via solution couplings, and oxidative folding of, 
optimization 

of conditions for) 
RN S64 14-29-1 CAPLUS 

CN u-conotoxin a 1 1 IB (reduced) (9ci> (CA INDEX NAME) 
Absolute stereochemistry. 



O CQ 2 H 



(CH 2 )4 O (CHa>3 

" N»<2 



NH 2 

Me3 



O N 

H 

- " y 



(Reactant or reagent) 

(preparation ,ind cyclizat. ion of) 

RN 148564-57-2 CAPLUS 

CN D-Isoleucine, N- [1- (N2- (N- IN- (N- [N- (N I 1 1 , l di met by let hoxy > carbonyl ] - 2- 
mercaptO-L-t ryptophyl J<)lycy i ) - L - i so 1 eucy 1 ) y I ycy 1 ] -S- <t r i phenyl methyl > -L- 
cysteinyll - L-aspn raginy 1 ) -t.rans-4 -hynroxy-L prolyl | • , 1 , 1 - dimethylethyl 
ester (9C1) (CA INDEX namE> 

Absolute stereochemistry. 



I i 

J a 
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1993:510905 CAPLUS 
119; 110905 

Structure-toxicity relationships in the amatoxin 
series. Structural variations of side chain 3 and 
inhibition of RNA polymerase II 
Zanotti, Giancarlo; Petersen, Gabriele,- wieland. 
Theodor 

Cent. Pharm. chem. Stud., CNR, Rome, Italy 
International Journal of Peptide s. Protein Research 

(1992), 40(6). 551-8 
CODEN: IJPPC3; ISSN: 03 67-83 77 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The amatoxins, highly toxic components of death cap Amanita mushrooms, 

bind strongly to RNA polymerase II (or B) in cell nuclei, thus preventing 
the transcription of DNAs to heterogeneous nuclear RNAs (pre-mRNAs ) , the 
precursors of mRNAs . Three of the binding sites of the bicyclic 
octapeptides have been identified: an isoleucine side chain in position 6, 
a t rans-4 - hydroxy 1 group at proline in position 2, and a hydroxy lated 
L-isoleucine side chain in position 3. No information exists about the 
stereochem. conditions at the H-c-atom (C-atom 3) of this side chain. 
The diastereomeric s-deoxo- amaninamides containing, in position 3, 
L-allo-isoleucine (I). ( 2S , 3 R) - 2 -amino- 4 - hydroxy- 3 -Me butyric acid (III, 
the diastereomer (2S, 3S) -2-amino-4 -hydroxy-3 -methylbutyr ic acid (III), or 
D isoleucine (IV) were synthesized. In the last synthesis, besides the 
normal bicyclic octapeptide IV, on isomeric Iso-IV was formed. The 
affinities for Drosophila RNA polymerase II were 100-fold weaker as 
compared to y-amanitin for I. 10-fold weaker for II, 200- fold weaker 
toi III. 100-told weaker for IV, and >l000-fold weaker for Iso-IV. The 
results point to the importance of a Me group in (R) -configuration at the 
11-C atom ot side chain 3. 

IT Hd564-57~2P 148564-5B-3P 148564-62-9P 
1-18683-08-3P 150429-40-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 



t-BuO | ' 

Ov. NH 



RN 14 8564-58-3 CAPLUS 

CN L-Al loisoleuci ne, 2 -mvrcapto-L t ryptophyl gl ycy 1 L- lsoleucylglyeyl-L- 
cysteinyl -L-aspatnginyl -tihno-4 hydroxy L prolyl - . cyclic 

(l-.b) -disulfide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



"T 



Nil 2 




\$ J 



148664-62-9 CAPLUS 

I,-Val ine, N- 1 II, l-dimethylethoxy) carbonyl ) - 2 -mercapto- L-tryptophylglycy 1 - 
isoleucylglycyl -L-cyBteinyl - L- asparaginy 1 -trans -4 - hydroxy- L- prolyl -4 - 
hydroxy, cyclic < 1-5 ) - di sul f i de , (R) • (9CI) (CA INDEX NAME) 



HO -CH2-CH -CH- NH 
I 

C0 2 H 



C-BUO- C NH |! 



CH CH? C NH 2 



RN 148683-08-3 CAPl.US 

CN L-Alloisoleucine. N- (1 • IN2- IN- [N- IN- IN- [N- Hi, 1 -di methyl ethoxy) carbonyl] -2- 
mercapto-L-tryptophyll glycyl ] -L- isoleucyl Jqlycyl J -S (t r i pheny lmethyl ) -L- 
cyateinyl] -L-asparaginyl ) - trans - 4 •hydroxy - L- prol yl 1 - . 1,1 -dimethylethyl 
ester (9CI) (CA INDRX name ) 

Absolute stereochemistry. 



t-BuO 

O .NH 



RN 150429-40-6 CAPLUS 

CN O-Al loisoleucine, 2 -mercapto- L- trypcophy lglycyl - L- iaoleucylglycy 1 - L- 
cysteinyl - L-asparaginy 1 -trans -4 -hydroxy -L -prolyl - . cyclic 

(l-S) -disulfide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




- N \ O 



H2N O 
H O 



IT 1486H2-8V-5P 

RL: spn (Synthetic preparation); PREP (Preparation) 
(preparation arid octapeptide synthesis troini 
RN 14 8682-87-5 CAPLUS 

CN L-Al loisoleuci ne, N- [trans -4 -hydroxy N |N2 I (phenyl root hoxy) carbonyl J ♦ L- 
asparaginyl] -L-prolyll -. 1 . l-dimethylei hyl esLor f9cn <ca INDEX NAME) 

Absolute stereochemistry. 



X 



HN O 



>■ 



PREP (Preparation); RACT 



IT 148564-S5-0P 

RL: RCT (Reactant 1 ; SPN (Synthetic preparation) 
(Reactant or reagent) 

(preparation and reaction with pentapept ide- 
RN 148564 -S5-0 CAPLUS 

CN D- 1 soleucine. N- ) t rans -4 • hydroxy - 1 • tN2 I iphenylroethoxyi carbonyl} -L- 

aaparaginyl] -L-prolyll . 1 . 1 -dimethylethyl ester (9C1) jca INDEX NAME) 

Absolute stereochemistry. 




o 'My 
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ACCESS TON NUMBER: 1993:509184 CAPLUS 

DOCUMENT NUMBER: 119:109184 

TITLE: Structure-activity relationships of analogs of the 

endogenous brain peptides Tyr-MIF-1 and Tyr-W-MIF-1 
AUTHOR IS) -. Erchegyi. J.,- Zadina, J. E . ; Oiu, X. D. ; Kersh. D. c . ; 

Ge, L.-J.,- Brown, M. M. .• Kastin. A. J. 
va Med . cent . . USA 

Peptide Research (1993). 6(1), 31-8 

CODEN: PEREEO; ISSN: 1040-5704 
DOCUMENT TYPE: Journal 
LANGUAGE ; English 

AB Analogs of the naturally occurring peptides Tyr -MI F- 1 (Tyr - Pro- Leu-G 1 y- 
NH2) and Tyr-W-MIF-l (Tyr - Pro-Trp-Oly-NH2 ) were synthesized and 
investigated tor their opiate agonist, as well as antagonist, activity in 
the guinea pig ileum assay. (TyrS] -Tyr-MIF-1 and the endogenous 
Tyr-w-MlF-l were the most potent opiate agonists among the 20 compds . 
tested. Several analogs showed antiopiate activity in the ileum from 
morphine-tolerant animals as measured by attenuation of the agonistic 
effect of damgo, which inhibits elec. stimulated contractions of the 
ileum. The binding activity of the analogs at mu opiate receptors was 
determined by displacement of [3H] -DAMGO in rat brain. Tyr-W-MIF-l and its 
analogs were more potent than Tyr-MIF-1 and its analogs in this binding 
assay. Thus. Tyr-MIF-1. Tyr-w-MlF-l, and several of their analogs could 
act as opiate agonists as well as antagonists. 

IT 149475-00-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation),- BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and biol . activity of, structure in relation to) 
RN 149475-00-3 CAPLUS 

CN Glycinamide, L- tyrosyl - 1 rans -4 - hydroxy- L-prol y 1 - L- leucyl - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



' R 



L6 ANSWER 3 64 OK 5b 1 
ACCESSION NUMBER I 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 



CAPLUS COPYRIGHT 2007 ACS on i=TN 
1993:255308 CAPLUS 
118:255308 

Synthesis and biological activity of 
(L-hydroxyprol ine) 3 tuftsin analog and its a- or 

D-g lucosylat ed derivat i ves 
Blondi. L . ; Filira. F ,• Rocchi, P.; Tzehoval. E. i 
Fridkin, M. 

Biopolym. Res. Cent.. CNR . Padua, Italy 
International Journal ot Peptide i Protein Research 

( 1993). 41 (1). 43 -al 

CODEN. IJPPC3 ; ISSN. 0307 8577 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Syntheses are described ot the Hyp3-tuttsin analog end of its deriva. 
<i- or p-O-glycosylated at the side chain timet ton ot the 

hydroxyprol ine residue. The carbohydrate I t ee t el rapept ide was prepared by 
reacting Z -Tlir - Lys 1 21 • OH iZ « PHCH202C) with H Hyp- Arg ( N02 ) -OBzl (B2l ■ 
benzyl) by the mixed unhydt ide procedure. In the synthesis of the 
n-glycosylated analog, the 0-glycosyl amino acid was incorporated by 
reacting Boc-(Glc<» • ji)Hyp-0H (01c = D g) ucopyi a nosy 1 1 with 
H-Arg (N02) -OBzl through the same procedure. The »■ -glucosy 1 ated 
dipeptide wag isolated from the diastet eomer ic mixture, selectively 
deblocked, and acylated with Z-Thr- Lys <Z) -OH hy the mixed anhydride 
procedure. In the preparation of the H-gl ucosyl ated analog, the BOP 
procedure was used for reacting Boc- |G1 c ( Ac> 4 (M Hyp OH wttn 
H-Arg (NO) 2-oijii was well as for the final coupling to tet rapept ide . 
Removal of protecting groups from crude tet rapept 1 ries was achieved by 
catalytic hyrirogenat i on . Deacety lat ion of the sugar moiety of the 
p-glucosylated tetrapeptide was achieved by treatment with sodium 
methoxide in methanol. The synthetic compds. were isolated by ion 
exchange chroma tog . , and characterised by elemental ana)., amino acid 
anal., optical ro'.at ion and proton NMR Their capacity to evoke the 
release ol interl«*ukin 1 from mouse peritoneal mncrophages and to modulate 
immunogenic activity ot antigen- fed ceila was evaluated, in comparison 
with tuftsin and rigin. All of the analoqs w.*re lound to possess 
tuftsin-like activity 

IT 147821-92-9P 147821-96-3P 1 4 7 83 8 - 4 3 • 5 P 
147921-34 -4P 

RL: RCT (Reactantl; Sl-N (Synthetic prep.n at 1011} 1 PREP (Preparation); PACT 
(Reactant or reaqent) 

(preparation and deblocking ot) 
RN 14 7821-92-9 CAPLUS 

CN L-Ornithine, N2-(t.rans 4 - hydroxy- 1 - f N6 I fphrtny ! met hoxy ) carnonyl) -N2- (N- 
( (phenylmethoxyt carbonyl I -l.-threonyl 1 • L- lysyl) L prolyl J -N5- 
fiminofnitroaminolmethyl ] - , phenylmethyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



oh o 

I 1! 

Me * J 

O ' NH 



H >X O^Ph " 



147821-96-3 CAPLUS 

L-Orni thine, N2- ltran3-4 - ( it - L-glucopyranosyloxy) - 1- {N6- 

I t phenylmethoxy) carbonyl) -N2- [N- [ (phenylmethoxy ) carbonyl ) -L-threonyl ] -L- 
lysyl} -L-prolyl] -N5- [ imino (nitroamino) methyl ]- , phenylmethyl ester (9CI) 

(CA INDEX NAME) 



NH C- O- CH2~ Ph 
O OH 

II ! • 

O HH-C-CH CH-Me 
° tl I 

O pH-(CH 2 >4-N H -C-0-CH 2 -Ph 

11 L o 

O2N NH C NH (CH 2 ) 3 - CH-NH- C-^. 



O 



HO I CH 2 -OH 



147838-43-5 CAPLUS 

L ornithine, N5 - limino (ni t roamino) met hy 1 ) -N2 - 1 1 - (N6- 

f (phenylmethoxy) carbonyl I -N2- [N- J (phenylmethoxy ) carbonyl ] -L-threonyl ) -L- 
lysyl] - 1 rans -4 - ( (2 , 3 , 4 , 6- 1 et ra -O- acetyl - H- D-g 1 u copy ranosyl ) oxy] -L- 
prolyl]-. phenylmethyl ester (9CI) (CA INDEX NAME) 



1: o c »2 ? n 



NH Ph CH2 0 V O 

II 

OjN- NH-C-NH- (CHj) 3 CH NH C 



O NH JH CH 
C CH (CH 2 )4 Nr 



ACQ ; CH; OAc 

OAc 

147921-34-4 CAPLUS 

L- Ornithine, N2 - It rans -4 - < K-D-glucopyranosy loxy) 1 - I N6- 

[ (phenylmethoxy) carbonyl ) N2-IN- I (phenylmethoxy > carbonyl I L-threonyl) -L- 

lysyl] -L-prolyl ]• N5- ( imino(rtitroatnino) methyl 1 * , pheny imet_hyl eater (9CD 

(CA INDEX NAME) 



MH C kj CH2 



NH Ph~CHv 0 C O 

II 

0 2 N-NH-C-NH- (CH 2 )3 CH- NH C 



O NH C CH CH Me 

C CH (CH;j)4 NH C O CH2 Ph 



136497-72-8P 1 4 4 73 9 - 9?. - 4 P 147921 - 1 5 • t» P 

RL: SPN (Synthetic pi cparat ion) ,- PREP (Piopni anon) 

(preparation and i ntei leuk i n- re leas i ng activity ot ) 

136497-72-8 CAPI.Ui? 

L-Arginine, K2 - I t.inns-4 - hydroxy- t - (Nr - L threonyl -L- lysyl > -L-prolyll - <9CI) 

(CA INDEX NAME I 



Absolute stereochemistry. 



OH O 

A 3 !. 



ICH2»4 S 



T 



C0 2 H 

(CH 2 )3 



Y" 



RN 144739-92-4 CAPLUS 

CN LArginine. N2- Itrans-4- ( ti-D-glucopyranosyloxy> -1- <N2-L-threonyl -L- 
lysyl) -L-prolyll - <9CI> (CA index name) 



O NH2 OH 
II I I 

0 NH-C-CH- CH- Me 

H I 

co 2H o r cH - <cH2, <- NH2 

' It ■ 



H2N- C NH- (CH 2 )3 CH-NH-C 



o 
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ACCESSION NUMBER ; 1993:229771 CAPLUS 

DOCUMENT NUMBER : 118:229171 

TITLE: structural elucidation of minor components of peptidyl 

antibiotic Pl6Bs (1 euci nosiai i ns ) by tanden mass 
spectrometry 

AUTHOR(S): Isogai. Akira.- Nakayama, Jiro; Takayama. Seiji; Kusai. 

Akihiko,- Suzuki, Akinori 

Dep. Agric. Chem., Univ, Tokyo, Tokyo, U3, Japan 
Bioscience. Biotechnology, mid Biochemistry (1992), 
56(7), 1079-BS 

CODEN: BDB1EJ; lrfSN: 0916-8451 

Journal 
Engl i sh 

Tandem mass spectrometry with a tour sector type mass spectrometer was 
used to elucidate the structures of minor components of the peptidyl 
antibiotic Pl6Ss ( leuc i nostat i ns ) . As N- lei initial fragments, ions by 
B-type cleavage were dominant, while V typo cleavages were observed along 
with x, Y, and I types as C-terminal ions. The V-type ions were 
predominant in the cleavages of the amino leintinals ot leucyl and 
hydroxy loucy J residues. The structures of several minor components could 
be deduced from the tandem mass spectra. 

76600-38-9, Leuci nostat i n A 76663-52 0. Leucinostatin B 
100349-8S-7. Leucinostatin F 103426 90 t> , \*suc i itos t a c. 1 n 
D 109539-57-3, Leuci nostat t n K 1096j9 S-S-4. 
Leucinostatin H 1104B3-88-0, Leuc inost a t i fi C 147450 25-7 
147450-26-8 14745O-2B-0 147450-35 9, 

Leucinostatin Q 147468-21-1, Leucinostatin U 147468 22-2 
, Leucinostat.in V 147468-23 -3, Leucinostatin w 
14746B-24-4, Leucinostatin O 147468-25-5, Leucinostatin 
R 14746B-26-6, Leucinostatin S 
RL: BIOL (Biological study) 

(antibiotic t rom Paeci 1 omyces lilacinus, structure ot ) 
7660O-38-9 CAPLUS 

Leucinostatin A (SCI) (CA INDEX NAMEi 



RN 147921-3 5-5 CAPLUS 

CN L Arginine, N2 - (t rans -4 - ( |t-D- glucopyranosy loxy ) - 1 - (N2 -L- threonyl - L- 
lysyl) -L-prolyl) - (9CI) [CA INDEX NAME) 



O NH- C-CH -CH • M 
' t 



NH C0 2 H O | 

H2N-C NH- <CH 2 )3" CH-NH-C-- ' 



C-CH- (CH 2 ) 4 " NH 2 



I 



Et~ CH- CH"" CH C 



O C NH CH CH P\ ■ i O 

C NH CH CH2 CH CH2 CH CH? C Et 



0 Me 0 Me 0 

C NH C C NH C C 



CH; CH; C NH CH * 



Me 0 

i ll 

H-C- C" NH- CH Hu 
I 



C NH CH Bu-i 



RN 76663-52-0 CAPLUS 

CN Leucinostatin B (9CI) (CA INDEX NAME) 



Absolute sLot'eochemist, ry. 
Double bond geometry as shown 



|| O R OH 

Et CH " CH- — CH" C 11 I ! 

I O C-NH-CH-CH- Pr-i O 

I II I H 

- W ^C-NH- CH-CH2-CH-CH2- CH-CH2~C-Et 



O Me O Me O O Me 

I II I II II I 

C-NH-C- C- NH-C-C-NH- CH;- CH2 ~ C- NH- CH- 




Me Me 

Bu- i 



C- NH C 



Me p C- NH- CH- Bu-i 

C NH" CH Bu-i 



e Me 

V 



RN 108426-90-0 CAPLUS 

CN Leucinostatin I) (9CI) (CA INDEX NAME) 



0 Me O Me 



Me2N CH2-CH-NH C~ CH2 ~ CH2 ~ NH- C- C~ NH~ C~ C" NH~ C 



i -BU-CH-NH-C 
I 

i-Bu-CH- NH-" 



Et-CH-CH CH C 



C NH CH CH Pr i O 
NH CH-CH2 CH CH2 CH CHJ C Et 



EC-CH-CH— CH-C 



Me O Me O O Me 

NH C C NH C C NH CH2 CHo C NH CH — 



C C NH- C 

O- C NH- CH CH Pr- i 
NH CH Bu-i 



O Me O C NH CH Bu- 

"I I II I 

C " NH-C- C " NH" CH Bu-i 

! I 
R Me 



o Me o • O Me O Me O 

ll I Hi II 

le- N CH2" CH' NH C" CH2~CH2- NH"* C ~ C~ NH" C~ C~ NH*" C 



He | „ 
i -Bu - CH-NH-C 
I 

i-Bu-CH-NH- 

T » 

Et-CH-CH~CH-C 

0 
II 



Bt-CH-CH CH C 



O C NH CH CH Pr-i O 

C H H CH CH? CH CH2 CH UH2 C Et 



O Me O Me O O Me 

C NH C C NH C C NH CH? CH2 C NH CH 



O Me O 

'. i !l 

C - NH" C" C NH -CH 

! I 



C NH CH 



O Me O 

!l 'I 
-C C NH-C 



0- C NH CH CH Pr-i 
— NH CH Bu-i 



RN 1474 50-26-7 CAI'UIS 

CN Leucinoatatiti A 2 I9CI) (CA INDEX NAME) 



EL CH-CH— CH "C 



O R OH 

if I I 

O C-NH- CH-CH- Pr-i O 

H I II 

C- NH- CH- CH2- CH- CH 2 - CH— CH~ C- Et 



Bt-CH" CH CH C 



O C- NH CH CH Vr ■ i 

C NH CH - CH2 CH CH; 



CH CH C Et 



0 Me 0 Me O O Me 

H I II Ml II . I 

C- NH- C- C~ NH" C~ C- NH- CH2~ CH2~ C~ NH - CH~ 
l| | 



O Me O Me O O Me 

C-NH C C NH C C NH " CH? CH^ C NH CH 



r 



C- NH-CH-Bu-i 

! 

- CH- Bv-i 



C NH CH - Hu- l 



0 Me O 

1 I II 
C " NH-C-C NH- CH Bu - i 



(CA INDEX NAME) 



Et CH-CH— CH-C 



0 R OH 

II I I 

O C- NH- CH -CH- Pr-i 

'I I 

C - NH CH- CH 2 - CH- CH2 - OH 



Et" CH-CH CH C 



O C NH CH CH Pt-l 

C NH CH CH; CH CHj ICnHnOi) 



O Me O Me O O Me 

!■ I :i i II II I 

C~ NH- C~ C- NH -C-C- NH- CH2" CH2~C- NH- CH— 



O Me O 

C NH C C- 



Me O O Me 

! : 

C C NH* CH: CH 2 C NH CH - 



C NH-CH-Bu-i 



C" NH C C NH CH 



0 Me O C NH C 

'I I l l 

C-NH" C-C NH- CH Bu 



— CH2 NHMe 



RH 1474S0-3S-9 CAPLUS 

CN Leucinostatin 0 (9CI) <CA INDEX NAME) 



— CH2 — NHMe 



RN I4746B-21-1 CAPUIS 

CN Leucinoscacin U (9CI) (CA INDEX NAME) 



Et CH- CH- CH-C 



II i I 

C-NH-CH-CH-Pr-i 
I 

-CH-CH2- CH- CH2~ (CfiHijOj) 



0 Me O 

.: I ii 

C- NH-C- C-NH-C-C 
I I 



Me O 
I " 



- CH2~ CH2~ C- NH~ CH- 



O Me 0 C NH-CH-Bu-i 

II |: 

C- NH C C NH CH Bu-i 



-CH; NHMe 



147468-22-2 CAPLUS 

[•cucinosiatin V (9CI) (ca index name) 



' || O R OH 

Et CH- CH— CH-C i 

i O C-NH-CH-CH-Pr-i 

N 11 ' 
y %^-C-NH-CH-CH2-CH-CH2- (C10H15O3) 

* -* Ma 



Me O Me O 0 Me 

I ii I II II- I 

- c- c-riH - c- C-NH-CH2-CH2-C-NH-CH- 
I I 



C NH-CH-Bu-i 



C-NH C C NH CH Bu- i 



Et-CH-CH CH C 



C NH CH • CH Pi • i 
1 

-CH CH2 CH- CH2 (C 5 H90i ) 



O Mo O Me O 

C NH C C NH C C NH CH;- 



C NH CH — 



C NH CH Hu-i 



O Me O 

I II 

C~ NH * C~C- NH" CH Bit i 



(CA INDEX NAME* 



Et-CH- CH 



C- NH CM CH Pr-i 



C NH CH CH2 CH CH? [CnHjl03l 



CHj CH? C NH CH - 



C NH CH Bu-i 



O Me O 

I' I II : 

C" NH-C-C NH CH Bu ■ i 
' I 



RN 11 74 6 6 -24 -4 CAPLUS 

CN l.eucirlOStacin O (9CI) (CA INDEX NAME) 



CH 2 NMe 2 



RN 14746B-25-5 CAP1AIS 

CN LeucinostALlti R <9CI> (CA INDEX NAME > 



Et- CH" CH" CH- C 



il 1 I 

O C-NH-CH-CH- Pr-i 

II ! 

C-NH- CH-CH2-CH- CH2- (CsHgOi) 



Et-CH- CH- CH C 



O C- NH CH CH Pi -i 

I 

C NH - CH CH2 CH CH: <CsH]iOl> 



0 Me 0 Me O O Me 
•i I II I II II I 
C~ NH" C - C~ NH - C~ C~ NH- CH?" CH? _ C~ NH~ CH— 

1 1 J 

i 



C NH-CH-Bu-i 



C~ NH - C C - NH- CH" Bu- i 



O Me O Me O O Me 

C NH C C NH C C NH CH? CH; C NH CH 



0 Me O C NH CH BU ■ 

li i il 

C - NH-C- C- NH CH Bu i 

1 I 
R Me 



147468-26-6 CAPLUS 

LeucinoBtatin S (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2 0 0 7 ACS Oil STN 
1995:192287 CAPLUS 
118: 192287 

Cyclic hexapeptides having antib 

Hammond, Milton L. ; Heck, James 

Merck, and Co. . Inc. . USA 

Eur. pat . Appl . , 3:< pp 

CODEN i EPXXDW 

Potent 

Kligl ish 

1 



ic activity 
Zambia*, Robert / 



ep boono 



US 5229363 
CA 20614 32 
JP 0507049S 

PRIORITY APPLN. INFO. 

OTHER SOURCE IS) : 

OI 



CH. DE, FR. GB, IT, LI, 



19930720 
19920B20 
A 19930323 

MAR PAT 118:192287 



US 1991-658590 

CA 1992-2061432 

JP 1992-31149 

US 1991-658590 



19910219 
19920216 
19920219 
19910219 



RR1 
aryl, 



RS • 



AB Cyclic peptides I (R » amino acid, Rl = H 
R3 » H. OH. Me; R4 > C5-23 alkyl, alkenyl 
CH20H , CHMeOH . CH (OH) CH2CONH2 ; R6 - CH20H, CHMeOH ; 

were prepared by solid-phase synthesis and cyclization of the linear peptide 
with {PhO)2PIO)N3 . I [RR1 > CH (OH ) CHMeCH2 , R4 « 4 -Me (CH2 ) 70C6H4 , R5, R6 - 
CHMeOH. R7 ■ OH, x = 1) had min. inhibitory concns . of 1-2 ug/mL 
against 3 strains of Candida albicans. 

IT 141806-1B-0P 

RL: RCT (Reactant),- SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant. or reagent) 

(preparation and benzyloxycarbonylation of) 
RN 14 1806-18-0 CAPLUS 

CN L Threonine. N2- (4 - (octytoxy) benzoyl) -L-ornithyl -L-threonyl -trans-4 - 

hydroxy-L-prolyl-4- (4 - hydroxyphenyl ) -L-2-amnobutanoyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



PATENT NO. 
EP 500170 



KIND DATE 

A2 19920HZ6 



APPLICATION SO 
EP 195,' 2003-33 



DATE 
19920212 



NHCOI 

HN 



-CH2CH2 j| 



IT 14S609-91-2DP . polymer t.ound 

RL: SPN (Synthetic preprt rat ion) < PRE? (Prep.irat ion< 
(preparation and cleavage of, t roin polymer 1 

RN 14 5609-91-2 CAPLUS 

CN l- prol ine. N5 - 1 [ (2 -chloropnenyl ) mechoxy | car bony 1 1 -N2 f 4 - (oct yloxy) benzoyl I 
L-ornithyl-o- (pheny lmethy 1 1 - L- threony] - 1 rans 4 • ( phenyl roe thoxy I - L- prolyl -4 - 
(4-|(2, 6-dichlorophe/iyl )ftiethoxy) phenyl I • L- 2 • anunobutanoyi 0- ( pheny lmet hy 1 ) 
L-threonyl- <9CI) (CA INDEX NAME! 

Absolute stereochemistry. 




PAGE 1-B 



PAWE 1-A 



J 



0 fCH 2 >3 




page j -a 



PAGE 2-B 



IT 147018-77-7DP , polymer- bound . partially de protected j 

U /018-78-8DP . polymer -bound „ , 

»L. SPN {Synthetic preparation); PREP {Preparation) N 

(preparation and cleavage of, from resin) \ r/ 

RN 14 TO 18 -77 -7 CAPLUS "S^ 
CN L Proline, N5 • I I (2 -chloropheny 1 ) methoxy ) carbony 1 1 - N2 - (4 - (octyloxy ) benzoyl ) - ° 
L ornithyl -0- Iphenylmethy 1 >- L- threonyl - trans - 4 - (phenylmethoxy) -L-prolyl -4- 
\4 1(2, 6 -di chloropheny 1 ) methoxy) phenyl ] -L-2-aminobutanoyl -0- ( phenyl met hyl ) - 
L- threonyl -4- (phenylmethoxy) - , trans- (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 



X 



" Me 



RN 1-J7018-78-8 CAPLUS 

CN I, -Threonine , N5- I I (2-chlorophenyl )methoxy| carbonyl ] -N2- (4 - 

(octyloxy) benzoyl ) -L-ornithy] -o- (phenylmethyl ) - L- threonyl - trans -4 - 
(phenylmethoxy) -L-prolyl-4 - (4-1(2, 6 -di chlorophenyl ) methoxy) phenyl ] -L-2- 
aminobutanoyl-O- (phenylmethyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



T « T j 



IT 141806-06-6P 141806-07-7P 141606-24-8P 
145609-87-6P 145609-BV-8P 

RL: RCT (Reactant); SPN (Synthetic preparation). PBKP (Preparation) ; RACT 
(Reactant or reacjem.) 

(preparation and cyclization of) 

RN 141B06-O6-6 CAPLUS 

CN L-Proline, N2- (4- (octyloxy) benzoyl ] - L- orn i t hy I L-tnreunyl trans-4 -hydroxy - 
L-prolyl -4- (4 -hydroxyptienyl \ - L- 2 - ami nobutanov 1 • I. threonyl (9CI) (CA 
INDEX NAME) 

Absolute stereochemist ry . 



I 3 k 



PAOE 1-8 



PAGE 1-B 



RN 141806-07-7 CAPLUS 

CN I.- Pro] ine, N2- [4 - (octyloxy) benzoyl] -L-ornithyl -L-threonyl -trans -4 -hydroxy - 
1,-prolyl -4- (4 -hydroxyphenyl) -L-2-aminobutanoyl-L-threonyl -4-hydroxy-, 
trans- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O v \ Me^ .,01 

2 ' 7 ' T i) i? «T 



0 . (CH 2 )3 
H2N 



/ 



Me V 



141B06-24-H CAP:, US 

L- Proline, N2- |4 - (octyloxy (benzoyl I • L ornithyi • L-threonyl -tians-4 -hydroxy - 
L-prolyl -4 - (4 -hydroxyphenyl ) - L - 2 - ami nobu tanoyl l.-threonyl - 3 -hydroxy-4- 
methyl-, 12«. 3fi. 4 14 1 ■ (9CI) (CA INDEX NAME I 



O (CH-)l Me 



MH Oli 

CM Cll 



CHi CH? CH-NH C 



RN 14i>609-87-6 CAPLUS 

CN 1. Threonine, N2 - |4 - (octyloxy) benzoyl ]- L-ornithyl - L-threonyl • trans -4 - PA 
hydroxy- L- prolyl -4 - (4 -hydroxyphenyl) -L- 2 -ami nobu tanoyl -L-threonyl - (9CI) OH 

l CA INDEX NAME) 



Absolute stereochemistry. 




PAGE 1-B 



PAOE 1-B 

C0 2 H 




RN 14S609-89-8 CAPLUS 

CN I. • Proline, N2- [4 - (octyloxy) benzoyl ) - L- lysyl -L-threonyl -t rans- 4 - hydroxy- L- 
prolyl -4 - (4 -hydroxyphenyl) -L-2-aminobutanoyl-L-threony] - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




IT 141806-21-SP 141B06-22-6P 1 4 1 806 - 2 3 - ">P 

RL : RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); ract 
(Reactant or reagent) 

(preparation and deblocking of) 
RN 141806-21-5 CAPLUS 

CN L-Proline, N2 - [4 - (octyloxy) benzoyl] N5 [ (phenyl met hoxy)cart>onyl) -L- 

ornithyl-L-threony 1 - trans-4 -hydroxy- L prolyl 4 ■ (4 hydroxyphenyl) -L-2- 
aminobutanoyl -l.-threonyl -3 - hydroxy- 4 -motny I - , metnyl ester. 

(2«i,3ft, 4|4| • I9CII (CA INDEX NAME) 



c— o 

I 

CH- CH- Me 

NH OH 
I 

c=o o 

I il 



O- (CH 2 )7 _ Me 



CH- (CH 2 } 3 - NH- C- O- CH2 - Ph 



O (CHj)7 Me 



/ ' 
N 
I 



CH CH Me 
I 

NH OH 



CH fCH 2 1 3 NH C 



NH OH 
CH CH 



CH2-CH- NH-C 



A 



RN 14 1806-22-6 CAPLUS 

CN Li- Proline, N2- [4- (octyloxy) benzoyl] -N5- ( (phenylmethoxy) carbonyl) - L- 
ornithy!-L-threonyl-trans-4 -hydroxy-L-prolyl -4 - [4- 

1 ( (phenylmethoxy) carbonyl) oxy] phenyl] - L- 2 -aminobutanoyl -L- threony 1 - 3 - _ _ 

hydroxy-4 -methyl- , methyl ester. (2<i,3p, «,(*>- (9CI) (CA O- CH2 

INDEX NAME) 



0 CHj CH 2 CH NH 'J 

II 

Ph-CH2 - O- C-0 



RN 14 1806-23-7 CAPLUS 

CN L- Proline, N2 - 1 4 - (octy 1 oxy) ben soy 1 ) - N5 Mpheny lmtithoxy) carbonyl 1 - L- 
ornithyl-L-threonyl - 1 rans -4 - hydroxy -[.- pro) y 1 -4 (4 - nydroxyphenyl ) -L-2- 
aminobutanoyl-L-threonyl-3-hydroxy 4-meihyl-. (2<i. 3P.4P) 

(9CI) (CA INDEX NAMKI 



Me OH 



c~ o 

I 

CH-CH-Me 
I I 
NH OH 
I 



0- (CH 2 >T"Me 

3 

= o 

i o 
II 

H- (CH 2 >3-NH-C- 0-CH 2 ~Ph 



NH OH 
I 

CH-CH- 



f=° I? I 



a J 



0 (CH 2 > 3 



I'll 0 O 



CH 2 CH2-CH-NH-C- 
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IT 141B06-1S-1P 141806-20-4P 

RLi RCT (Reaetant); SPN (Synthetic preparation!; PREP (Preparation), RACT 

(Reaetant or reagent) 

(preparation and reaction of. with proline derivative) 
RN 141806-19-1 CAPLUS 

CN l Threonine. N2 - [4 - (octyloxy) benzoyl ] -N5- I (phenylmethoxy) carbonyl ) - L- 
ornithyl • L- threony 1 -trans - 4 - hydroxy- L- prolyl - 4 - (4 - nydroxyphenyl ) - L-2- 
uroinobutanoyl - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141806-20-4 CAPLUS 

CN L-Threonine, N2 - [4 - (octy loxy) benzoyl! - Nb - I ( pne ity 1 ate thoxy)c<tr bony 1) -L- 
ornithyl -L- threony I • t tnns-4 -hydroxy ■ L prolyl 4 (4 

[[ (phenylmethoxy* carbonyl t oxy] phenyl ( L - 2 ami nobut ailoy i • i^CI) (CA INDEX 
NAME) 

Absolute Btereochemi bL i y . 



I ] 
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Pneumocandins from Zalerion arboricola, nr. 
Structure elucidation 

Hensens. Otto D.; Liesch, Jerrold M . / Zink, Deborah 



Schwartz, 



Merck Res. Lab., Rahway, NJ, 



h.i Smith, Jack L . ,■ wichmann, Carol 
Robert E . 

Dep. Nat. Prod. Chem. 

07065-0900, USA 

Journal or Antibiotics (1992), 45(12), 1875-85 

CODEN: J ANT A J ,• ISSN : 0021-8820 

Journal 

English 



4 , S-dihdyroxyornithine residues ot pneumocand i n AO, 
IT 146669-22-9 

RL: PRP (Properties) 

(mol . structure of. by NMR) 
RN 146669-22-9 CAPLUS 

CN L- Prol inamide , 1 -( 1 0 , 1 2 -dimethyl - 1 - oxot el rartecy I J - 

(2<i, 4<i, 5<0 -4 , 5 - di hydroxy- L-proly I - L- 1 hreonyl - c tans-4 - 

hydroxy -L- prolyl - (S) -4 -hydroxy -4 - (4 - hydroxypheny 1 1 -L- threonyl - threo-3- 
hydroxy- L-glutaminyl -3 -hydroxy- , trans- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



H2N '. s I 

0 OH N 

1 ! HO Me ° fCH 2 )H 
H M 

OH I O | [j S R 



- s • ? s 



rv 



H /"" V H 

0 0 — ^ » 0H 

• H N - 

NH 

H H. 



/■ 



Pneumocandin BO and six related lipopeptides are antifungal and 

ant i -Pneumocystis carinii agents from mutants of Zalerion arboricola, 

whose structures were determined mainly on the basis of NMR spectroscopic anal. 

They belong, along with pneumocandin AO (L- 671,329) previously isolated 

(wichmann. C. F . ; et al . , 1989), to the echinocandin class of antifungal 

agents. The product from base-catalyzed ring opening involving the 

hemiaminal position of the dihydroxyornithine residue of BO, has been 

clearly defined as I. Modifications were limited to the 

3-nydroxy-4-methylproline, 3 , 4 -dihydroxyhomotyrosine, and 
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Primary structure and t 
human cardiac tet. rodotox i n- i nsens i t i ve 
vol cage -dependent sodium rhannel 
Gel lens, Mary F..; George. Alfred L , , Jr.; Chen, 
Liqiong,- chahine, Mohamad.- Horn. Richard; Barchi, 
Robert L. ; Kallen. Roland O 

Dep. Med., Univ. Pennsylvania. Phi 1 au>» ! ph i a , PA. 
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Proceedings of the National Academy ol Sciences of the 
United States ol America OS92). 39(2;, 554-B 
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Journal 
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A8 The principal voltage- 3ens it ive sodium channel from human heart has been 
cloned, sequenced, and functionally expressed. The cDNA. designated hHl, 
encodes a 2016-amino acid protein that is homologous to other members of 
the sodium channel multigene family and bears >90* identity to the 
cet rodotoxin- insensitive sodium channel characteristic of rat heart and of 
immature and denervated rat skeletal muscle. Northern blot anal, 
demonstrates an »9 . 0 - ki lobase transcript expressed in human atrial 
and ventricular cardiac muscle but not in adult skeletal muscle, brain, 
myometrium, liver, or spleen. When expressed in Xenopus oocytes, hHl 
exhibits rapid activation and inactivation kinetics similar to native 
cardiac sodium channels. The single channel conductance of hHl to sodium 
ions is about twice that of the homologous rat channel and hHl is more 
resistant to block by tetrodotoxin (IC50 = 5.7 nM> . The hHl is also 
resistant to u-conotoxin but sensitive to block by therapeutic concns . 
ot lidocaine in a use -dependent manner. 

IT 8GJ94-16-3, Geographutoxin I (reduced) 
HU: BIOL (Biological study) 

(sodium transport by voltage-dependent channel of human heart response 
to) 

RN 86394-16-3 CAPLUS 

CN M-Conotoxin G IIIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 



(CH 2 )4^ O (CH 2 )3 O 

^NH 2 NH 

HN NH 2 

H 2 N^' 



p (CH 2 U 



Me *'Y * 



r 



0 (CH 2 ) 4 O I 



O ,NH HO 

O SH O 



t J j 

HN 

HN. J> 

i 5 



L6 ANSWER 369 OF 551 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CAPLUS COPYRIGHT 2 0 0 7 ACS on STN 
1993:164833 CAPLUS 
118 : 164833 

Pneumocandins f row Za let ion iirboticol*. I. Discovery 
and isolation 

Schwartz. Robert. E . ,- Sesiu, David F ,- Joshua, Henry; 
Wilson. Kenneth (J,,- Kempt. August J ; Goklen. Kent A. 
Kuehnet . Daniel: Gail lint, Patrick; 'ilea son, Carolyn 
Merck Res. Lab.. R.ihway NJ, 07o»=S 0900. USA 
Journal ot Antibiotics U9*2>, 1M12I, 1853-66 
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Journal 
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^--N ' <CH 2 ) 8 CHCH 2 CHMeEt 
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o tm 0= \ 0 
° ' K *~\ 



HPLC bioautog. of the directed biosynthesis of Z. arboricola led to the 
discovery of pneumocandin DO (L- 688, 786) (I), a new antifungal and 
ant i - Pneumocystis carinii lipopeptide. Isolation techniques were 
developed to sep . I from pneumocandin AO I L- 67 1,329) in fermns. of a 
mutant ot Z. arboricola. A number of related compds . were also isolated, 
which differ from I and pneumocandin AO in the hydroxy lation patterns on 
the ornithine, homotyrosine, and proline. 
146669-22-9P 

RLs SPN (Synthetic preparation) ,• PREP (Preparation) 

[preparation of) 
J46669-22-9 CAPLUS 

L ■ Prol inamide, 1- (10, 12 -dimethyl - 1-oxotetradecyl ) - 
(2cj,4<i. 5") -4 , 5 -di hydroxy- L- prolyl -L- threonyl - trans- 4 - 

hydroxy-L-prolyl- (S) -4 - hydroxy-4 - (4 - hydroxyphenyl ) - L- threonyl -threo- 3 - 
hyUtoxy-L-glutaminyl-3 -hydroxy- , trans- (9CI) (CA INDEX NAME) 

olute stereochemistry. 



H2N'' \* S / 
O OH N ' 
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Synthesis anri chii ractfti : zot i on i 
isomer of omega - conoto* i n RVia 
Pennington. M. W ,- Pest in. 3. M 
Kern. w. R. 

Dep. Pept. Chem . BACH EM Eiosci 
PA. 19104, USA 

Toxicon (1992), 3017), 75i- 64 
COUEN: TOXIA6; ISSN; 004 1 0101 

Journal 
Eng] ish 

AB Solid phase peptide synthesis and air oxidation ot »» conotoxin OVIA 

yielded, in addition to the desired product, an isomeric peptide which could 
be completely separated trora the native toxin oy repeated HPLC. A 
chymotrypsin- trypsin digest of this peptide, when subjected to HPLC 
peptide mapping, provided peptides Identical with synthetic disulfide 
containing peptides predicted for the w-conot(>x i n isomer containing C1-C2, 
C3-CS, C4-C6 cystinyl pairings. The shaking potency (ED50 » 1SO0 
pmoles/kg, i.c.v.i of the isomeric peptide upon cannulated rata was 1.3* 
of the potency of native conotoxin (KD50 > r.o pmol/kg). Considering that 
all three disulfide pairings in the isomer are different from the native 
toxin, its retention of niol . activity is o( interest. 

IT 146644-67-9 146644-68-0 146644-69-1 
146663-71-0 146663-73-;: 
RL: PROC (Process) 

(isolation of. during oxidation and preparation o:' native toxin) 

RN , 14 6644-67-9 CAPLUS 

cn o>-conotoxin C VIA (reduced), cyclic ( 1 ••Bl , [15 '19), (16 
fwdarw.26> -tris (disul t ide) (9CI) (CA INDEX NAME) 

••• STRUCTURE DIAGRAM IS NOT AVAI LADLE »•■ 
RN 14 6644-68-0 CAPLUS 

CN L-Tyrosine, L-cysteinyl -L- lysy] -L-seryl ■ t rang *4 • hydroxy- L- prolylglycyl - L- 
aeryl -L-seryl -L-cysteiny 1 -L-3eryl • t runs -4 - hydroxy- L- pi oly! - L- threonyl - L- 
seryl-. cyclic (!-•■) -disulfide K»CI> i'CA index name) 

Absolute stereochemistry. 



cysteinyl -L-seryl - (4R» -4 - hydroxy - 1.- pi oly 1 - L threonyl -L- seryl , 
(6-»2 ') -disulfide with L-seryl - L-cyste i ny 1 - L asparag i ny 1 - (4R> -4- 
hydroxy-L-prolyl-L- tyrosine <9CI> (CA INDEX NAME) 




O (CH 2 >4 

^ NH 2 



- r i 



RN 14 6644-69-1 CAPLUS 

CN L-Tyrosine. L-seryl- (4R) -4 - hydroxy- L-proly lglycyl - L-seryl -L-seryl - L- 



H g! H 

ivr 

• O OH 




RN 146663-71-0 CAPLUS 

CN U- Tyrosine . L-3ery 1 - trans -4 - hydroxy- L-prolylglycyl -L- seryl - L- seryl - L- 
cysteiny 1 - L- seryl - trans -4 - hydroxy- L-prolyl -L- threonyl - L-seryl - , 
(6-1 ') -disulfide with L- cysteinyl -L- lysine (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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HO. NHj 
O x . 
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RN 146663-73-2 CAPLUS 

CN m-Conotoxin G VIA (reduced), (seco-22/23] - 2? -de-L-tbreonine-24-de-L- 
lysine- 25-de-L-argi nine- . cyclic ( i-»9 ) . ( 15-19) - 
. bis (disulfide) , ( ] 6-26 ) - di sul f ide {9CIJ (CA INDEX NAME) 

Absolute stereochemistry. 
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Total synthesis of leucinost at in d 

Kuwata, Shigeru; Nakanishi , Akihiro; Yamada, Takashi.- 
Miya=awa. Toahitumi 

Fac. Sci . , Konan Univ., Kobe. tBB, Oapan 
Tetrahedron Letters (1952). 3J(46>. 699&-B 
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Journal 
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CO-Leu-HyLeu-Aib-Leu Leu Aib-Aih 



PAGE 1-D 



-Ala- (S) -NHCHMeCH 2 WMe 2 



r 



Peptide antibiotic leuc i nostat i n D ( i ,■ Ai t» - </ -rtmi noi sobm yric acid, 

HyLeu « L-thero-3 -hydroxyleucine) wad synthesized via the stepwise 

elongation method, starting from (i-alanine ten F»u ester. 

Octapeptide ester Z- Leu-HyLeu-Aib-Leu Leu Aib-Aib- [W\la-OCMe3 {Z = 

PhCH2020 was de-tert -buty laced with CF3C02H and then amidaced with 

(s) -h 2NCHMecn 2NMe 2 by dcc / 1 - hyd roxyben ::ot. r i aa 1 e ino&>:» to give octapeptide 



amide Z-Leu-HyLeu-Aib-Leu-Leu-Aib-Aib- tt-Ala- <S) NHCHMeCH2NMe2 . The 
Utter was Z-deblocked by hydrogenolysi3 and then coupled with proline 
derivative (ID by DCC/HOBt) to give I. II was prepared in 4 steps from 
2 L-P-homoisoleucine and L-cis-4 -methylprol ine Me ester. 
it)B4 26-9o-op , Leucinostatin 0 14 5841-17-4?, 
Leucinostatin D monohydrochloride 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(total synthesis of) 
10B426-90-0 CAPLUS 

Leucinostatin D I9CI) (CA INDEX NAME) 



Me O 0 Me 0 M.s C 
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R_N 145841-17-4 CAPLUS 

CN Leucinostatin A, 2 - L- leucine- , monohydrochloride <9CI) (CA INDEX NAME) 
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TITLE: Implications tot an ion channel in Leu - zervamicin : 

crystal structure ot polymorph B 
AUTHOR(S): Kaile. Isabella L.,- fl i pper. - Aitdei son, Judith L. ,- 

Agarwalla, sanjay; Balm am. PcicitnariahnAii 
CORPORATE SOURCE: Lab . struct. Matter, Nav Res. Lab , Washington, DC, 

20375-5000, USA 

SOURCE: Struct. Funct . , Proc. Conversation Disci p. Biomol . 

stereodyn., 7th (U»92i, Meeting Date 199 1, Volume 2. 

97 in. Editor (n>; Sarma, Vainasoamy ti.t Sarma . Mukti 

II. Adenine Press Schenectady, n v 

COD EN ■ 58HXAI. 
document TYPE: Conference 
LANGUAGE: English 

AB A group of naturally occurring, antibiotic peptides that transport ions 
across cell membranes contains a number ol Aib t«mincisobutyric acid) 
residues. These peptides are helical and contain mostly apolar residues. 
The crystal structure ot alamethicin established a bent helix with its few 
polar groups all on the same side ot the helix; but. the crystal packing 



Old not indicate the nature of a possible ion channel. The structure of 
Leu- zervamicin, Ac- Leu - 1 1 e-Gln - 1 va- I le-Thr-Ai b- Leu - Aib-Hyp-Oln- Aib- Hyp- Ai b- 
Pro-Phol, has been determined in 4 different polymorphs in space groups P21 and 
P31211. In each, the mol . fold3 into a bent helix. The degree of bending 
lio* to 45°) varies with the water content in the 4 

polymorphs. The polar residues 3, 6, 10 and 13 <i*3 or 4) all occur on 
the convex side of the bent helix. In addition, the aide-chain of glutamine 
11 is not extended to the nonpolar face, but folds back against the 
oackbone so that its polar end augments the polar face. In each of the 4 
polymorphs, the helixes assemble to form a water channel that is lined 
wuh carbonyls and hydroxy Is and that is interrupted by lateral hydrogen 
bonds between peptides involving the Glnll residue. It appears that Glnll 
may be involved in a gating mechanism for cation passage. Crystal 
parameters are: space group P21, a » 21.857(4) A, b ■ 9.381(3) A, 
c » 26.744(6) A, p • 105.22', resolution - l.lA. 

135995-66-5 

RL: BIOL (Biological study) 

(conformation of polymorph of, x-ray crystal log. study of. ion channel 
in relation to) 
I 1.-5995-68-5 CAPLUS 

I L- Prolinamide, N- acetyl - L- leucy 1 - L- i soleucyl - L-glutaminyl - D- isova lyl - L- 

isoleucyl - L- 1 hreonyl - 2 -raethy lalanyl -L- leucy 1 - 2 -methylalanyl - I4R) -4 - hydroxy - 
L prolyl -L-g lutaminyl -2 -methylalanyl - (4R> -4 - hydroxy- L- prolyl - 2 - 
methylalanyl -N- J(1S)-1- (hydroxymethyl ) - 2 - pheny lethyl ] - (9CI) (CA INDEX 
NAME ) 

taolute stereochemistry. 
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The properties ot ion channels formed by zervamicins 
Balaram. P.,- Krishna, K ; Sukuroai , m. ; Mellor, I. R . .- 
Snnaom, Mark S P. 

Mol. niophys. Unit. Indian Inst Sci . Bangalore. S50 
012, India 

European Biophysics Journal (1992), 
CODEN : EBJOEB; lilSN: 0175 7S7) 
Journal 
Engl ish 

/) are a family ot 16 residue peptai 
the /.0 residue poptaibol nlamethici 
of polar sidechawis. Ziv 1IB loims 
lipid (diphytanoy! phosphat idylchol in 



2112). 117-28 



m> . but 
i- level 
bi layers 



response to cis pos. voltages. Anal of the voltage and concentration 
dependence 

of macroscopic conductances induced ny Zrv I lb suggests that, on average, 
channels contain .apprx 13 peptide monomers Anal, ot single channel 
conductance levels suggests a similar value The pattern of successive 
conductance levels is consistent with a modi tied helix bundle model in 
which the higher order bundle are distorted within the plane of the 
bilayer toward a torpedo shaped cross sect ion The kinetics of 



intra-burst switching between adjacent conductance levels are shown to be 
approx. an order of magnitude faster for Zrv-IIB than for Aim. The 
channel forming properties of the related naturally occurring peptaibola, 
Zrv-Leu and Zrv-IC, have also been demonstrated, as have those of the 
synthetic apolar analog Zrv-Al-16. The exptl. studies on channel 
tormation are combined with the known crystal log. structures of Zrv-Al-16 
and Zrv-Leu to develop a moi . model of Zrv-IIB channels. 
IT 79392-51-1. Zervamicin- IC T9395-B5-0, Zervamicin-IIB 
135995-68-5 

RI,: BIOL (Biological study) 

(ion channel of, functional - and structural properties of) 
RN -7*3 92-51-1 CAPLUS 

CN L-Prol inamide. N- acetyl - L- 1 ryptophyl -L-isoleucyl-L- u-glutamyl -D- 

lsovalyl - L-isoleucyl- L- 1 hreonyl - 2 -met hylalany 1 - L- leucyl - 2 -methyl al anyl - 
(4R) -4- hydroxy- L-prolyl-L-glutaminyl- 2 -methy lalanyl- <4R) - 4 - hydroxy- L- 
prolyl-2-methylalanyl-N- [ US) -1- (hydroxymethyl ) -2 -phenyl ethyl J - (9CI) (CA 

INDEX NAME ) 
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RN 79395-BS-O CAPLUS 

CN L-Prol inamide , N- acetyl -I. t ryptophyl L i so) eucy 1 - L-g ltitami ny 1 -D- isoval yl -L- 
isoleucyl -L-t hreonyl • 2 • methyl a lany 1 l, ■ leucyl - 2 met hylalany! -MR) -4 -hydroxy - 
L- prolyl - L-glutaminyl -r- methy lalanyl MR) -4 hydroxy- L- prolyl ■ 2- 
methylalanyl-N- I US) -1- I hyrtroxymet hyl ' 2 phony I ethyl ) (CA INDEX NAME) 
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RN !j59S5-66-5 CAPLUS 

CN L Prolinamide, N- acetyl - L- leucyl -L- i soleucy 1 -L-glutaminy 1 -D- isova ly 1 - L- 

isoleucyl-L- 1 hreonyl - 2 -met hy lalanyl - L- leucyl - 2 -methy lalanyl - (4R) -4 - hydroxy - 

L- prolyl -L-glutaminyl -2 -methylalanyl -MR) - 4 -hydroxy- L- prolyl - 2 - 

methyl a lanyl -N- [ (IS) -1- ( hydroxymethyl ) - 2 - phenyl ethyl ) - (9CI) (CA INDEX 

NAME) • 
Absolute stereochemistry. 
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Kumar. Anil; Bala ram, P. 
Bangalore. 560 012, 



Editor (a): Khetrapal, 
Narosa Publ . House: New 



1993:34628 CAPLUS 
118:34628 

Molecular conformation of leucine zervamicin 
solution using one- and two-dimensional NMR 
spectroscopy 

Krishnan, V. v.; Krishna. 
Dep. Phys., Indian Inst. Sci . 
India 

Magn. Reson. (1991), 150-5. 
Chunni Lai; Govi 1 . Girjesh. 
Delhi, India. 
CODEN: 58BPA2 
conference 
English 

The solution conformation of Leu -Zervamicin (Ac - Leu - 1 le-Gln-lva- 1 le5 -Thr - Ai b- 
Leu-Aib-Hypl0-Gln-Aib-Hyp-Aib-Proi5-Phol) , a membrane modifying fungal 
peptide, has been investigated using one and two dimensional NMR 
spectroscopy in dimethylsul f oxide solution The NMR studies suggest that 
Leu- Zervamicin is in a helical conformation with a partially unwound 
N-terminus . 

135995-68-5 

RL i PRP (Properties) 

(solution conformation of, NMR study of) 
135995-68-5 CAPLUS 

L Prol inamide, N-acetyl-L- leucyl -L-isoleucyl - L-glutaminyl -D-isovalyl -L- 
iao leucyl - L-threonyl - 2 -methylalanyl - L- leucyl -2 -methylalanyl- (4R) -4 - hydroxy - 
I, prolyl - L-glutaminyl - 2 -methylalanyl - (4R) - 4 - hydroxy- L- prolyl - 2 - 
methyl a lanyl -N- [ (IS) -1- ( hydroxymethyl ) - 2 -phenyl ethyl ) - (9CI) (CA INDEX 




H Me 



Absolute stereochemistry. 
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O NH 



A. 



1: II it' \i- ' 

O O >f H 



CORPORATE SOURCE: 
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DOCUMENT NUMBER : 118:4 220 ■ 

TITLE: Morphological alteration* accompanying the effect of 

pept a i biotics, u-iiminotsobutyric acid -rich 
secondary metabolites ot filamentous tungi. on Culex 
pi pi ens larvae 

AUTHOR(S): Matha, Vladimir, Jegorov, Alexandr; Kieaa, Michael; 

Bruckner, Hans 

Res. Unit, Galena Res. Dev.. Ceske Hurieiovice. 37005, 
Csech. 

Tissue & Cell (1992), 24(4', 55$ 64 
CODEN: TICEBI; ISSN: 0040-8166 

Journal 
Engl ish 

The effect of different representatives ot the qroup oi pept a i biotics, 
<»-aminoisobutyric acid -rich secondary metabolites ol filamentous 
fungi, on culex pipiens larvae was studied. Light and transmission 
electron microscopy tectin i q\ies were used to localize the intracellular 
damage and to determine the target organelles loi the mod*; of action of 
peptaibols in mosquito larvae. Though different in i nsect i cidal activity, 
all tested cotnpds. induced the same type oi tissue damage, which was 
characterized by heavy cnallenge ot mitochondria tol lowed by partial 
swelling, crystaeot ys i s . and destruction ot mil Ui'liondi ia I walla. It is 



concluded that the mode of action of peptaibol3 in mosquito larvae is 
mediated through the damage of mitochondria. The structure-mosquitocidal 
etfect of these compds . , their potential mode of action, and role in the 
natural fungal entomopathogenic process are briefly diBCusBed. 
IT 64347-37-1, Antiamebin I 

RL: BIOL (Biological study) 

Itrora fungus, mosquito larva response to! 

RN 64 347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Effect, of O-glycosylat ion on the bjoactivity of 



u 1 1 s i i 



liondi 



Rocchi 
Fiidkin. M. 

CORPORATE SOURCE: Biopolym. Res . Cent 

SOURCE: Pept.; Chem. Biol. 

), Meeting Date 1991. 881-2. Editor(s) 
ESCOMt Leiden, Netn 

CODEN : 57XGA9 

DOCUMENT TYPE: Conference 
LANGUAGE: English 
AB [Hyp3) tuftsin and its glycosylated deri 
found to modulate the immunogenic capac 
i.e., macrophages, when applied to culti 
keyhole limpet hemocyau i n (KLH) . At a 
was able to augment (nearly 2-told) 1 3H 1 1 hym i di ne 



, Fi lira, F . . Tzehoval. E. .- 

Univ. Padova, Padua, Italy 
Proc Am. Pept. Symp.. 12th (1992 
Smith, John A ,- Rivier, Jean E. 



red The peptides were 
-presenting cells, 
usly with the antigen 
ot 5 • 10-flM. tuftsin 
irporat ion into 



r 



° Me Me 

\/ 



ells. (Hyp3l tuftsin and its <«- g lycosy tated derivative exhibited much 
higher effects than tuftsin when applied at 5 • 10 8M. At concns . 
of 10- 7M, however, both were inhibitoiy while tuftsin was inactive. The 
(n ♦ \\) anomer, on the ot.liei" hand, was very active at 10 7M and 
inhibitory at 5 • 10-8M Thus, |Hyp3 1 1 u t tg i n and, even setter, its 
glycosylated rterivg weti! capable ot augmenting II.- 1 production by 
macrophages. The results clearly demonstrate that Hyp can substitute Pro3 
in tuftsin with preservation of activity. Moreover, attachment of a 
glycosidic residue to the hydroxyl function ot Hyp even enhance activity. 
Apparently, the sugar moiety increases the affinity of tuftsin towards its 
specific macrophage receptor with its consequent parallel activation. 
136497-72-8P 144739-92-4P 144789-4B-0P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation ot and interleukin 1 formation by macrophage augmentation by) 

136497-72-8 CAPLUS 

L-Arginine, N2 - I trans ■ 4 - hydroxy- 1 - <N2 L - threonyl - L- 1 ysyl >• L- prolyl 1 - <9CI) 

(CA INDEX NAME) 



Absolute stereochemistry. 
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144739-92-4 CAPLUS 

L-Arginine. N2- ltrans-4- < <i-D-glucopyranosyloxy) -1- (N2-L-threonyl -L- 
lysyl)-L-prolyl) - <9Ci) <ca index NAME) 



O NH2 OH 

II ! I 
O NH-C-CH- CH- Me 
.1 I 

C CH- <CH 2 ) 4 - NH 2 



«2N C NH (CH 2 )3 CH-NH-C 



r 



144789-48-0 CAPLUS 

L-Arginine, N2- (trans- 4 - (D-glucopyranosyloxy ) - 1 - (N2 - L- threonyl - L- lysyl ) - L- 
prolyl)- (9CI) (CA INDEX NAME) 
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Possible ion channel mortal in crystals of 
Leu zervamicin 

K&rle. r. L . ,* Flippen Anderson . J L ,• Agarvalla, 
Ba 1 a ram . p . 

Nav Res. Lab . Washington. 



Lab. struct. Matter 

20375-5000, USA 
SOURCE: Pept . : Chem. BiOl , 

1, Meeting Date 1591. m 3. Editoi(al: 
ESCOM; [<eiden, Neth. 
CODEN : 57XGA9 
DOCUMENT TYPE: Conierence; General Review 

LANGUAGE: Engl ish 

AB A review and discussion with 7 refs. Possible com or mat i ons of 

Leu-zervamicin and its ion channel structure are presented baaed on 
crystal structure data. 

IT 135995-68-5 

RL: BIOL (Biological study) 

(ion channel, structure of, protein con t ormat i un in relation to) 

RN 13S996-63-S CAPLUS 

CN L-Prol innmide, N-acety! L- ieucyl • L- i soleucy I -L gl utaminy) D- i sovalyl -L- 

isoleucyl -L-threonyl -2 methylalanyl L- Ieucyl -2 met hyJal anyl • I4R) -4-hydroxy- 
L-prolyl -l.-glutaminyl - 2-methylalany 1 - |4R) -4 -hydroxy [.-prolyl - 2- 
methylalanyl-N- I (IS) -1- ( hydroxymet hy 1) 2-pheny lethyU • CCD (CA INDEX 



Absolute stereochemistry. 
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,V Me Me 
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1992- 56-5034 CAPLUS 
11/ 166034 

Zervamicins, a at ructui ft Hy characterized peptide 
model lor membiaue ion cnnnnela 

Agarwalla. S. ; Mt-l tor, I. H . Sanson., n S. P.; Karle. 
1. L , Fl ippen -Anderson, J. L . , Uma, K . ,- Krishna. K . .- 



Bal.u am. 



CORPORATE SOURCE: 



Unit. Indian Inst. Sci . Bangalore 

nophysicnl Research Communications 

- 15 

0006291X 



560 



Mol . Biophys . 
012. India 
Biochemical and I 
(1992), 1B6<1). 
CODEN : BBRCA9; ISSN: 
Journal 
Engl ish 

The voltage-dependent membrane channe 1 - f ormi ng activity of the 
zervamicins, a group of n-aminoisobutyr ic acid-containing peptidea. is 
described. The role of polar residues like Thr, Gin and Hyp in promoting 
helical bundle formation is established by dramatically reduced channel 
lifetimes for a synthetic apolar analog. Recently determined crystal 
structures of the zervamicins are related to channel gating and dynamics. 
79395-85-0. Zervamicin lib 79395*86-1, Zervaroicin Ilfc 
135995-68-5, Zervamicin L 
RL: BIOL (Biological study) 

(voltage-dependent membrane channel forming activity ot , peptide 

structure in relation to) 
79395-85-0 CAPLUS 

L- Prol inamide. N- acetyl L ■ tryptophyl L- l soleucy! -L-glut.aminyl -D- isova lyl -L- 
isoleucyl -L-threonyl • 2 -met hy 1 alany 1 •].■ Ieucyl 7 methylalanyl - (4R> -4-hydroxy- 
L- prolyl -L-glutaroinyl - 2 -methyl a 1 any t - '4 PI -4 - hydroxy- 1. ptoly! -2- 
methylalanyl -N- [( IS) - 1 [ hydroxymet hy i > 7. -phenyl et hyl I (CA INDEX NAME) 
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CH 2 CH2 C NH 2 Mo 
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79395-86-1 CAPLUS 

t.- Prol inamide. N-acety 1 - L- tryptophyl - L- isoleucy 1 - L-glutami nyl - 2 - 
methylalanyl - L- isoleucy 1 - L- threonyl - 2 -methylalanyl - L- leucyl - 2 -met hy la lanyl - 
<4R) -4 - hydroxy - L-proly 1 -L-glutaminyl -2 - methyl al anyl - <4R> -4 -hydroxy -L- 
prolyl-2-meLhylalanyl-N- [ US) -1- (hydroxymethyl > - 2 -pheny lechyl ] - <9CI> <CA 

INDEX NAME) 



C ■ O O 



AcNH O Et— CH O 
I II I II 

CH2-CH- C- NH-CH-C- 



0 Me O CH— Et 

II I II I 

NH-CH-C-NH-C-C- NH-CH~C — 



O M« O i-Bu O Me O 

.1 I II I II 

-NH CH C NH C C * NH- CH- C- KH- C~ C~ 
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CH Me Me Me 



i 
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" Me y * 



5' N S - 



OH 



RN U5995-66-5 CAPLUS 

CN L- Prol inamide, N- acetyl - L- leucyl-L- isoleucyl - L-glutami nyl -D- iaovalyl - L- 

isoleucyl - U- t hreony 1 - 2 -met hylalanyl - L- 1 eucyl - 2 -methylalanyl - <4R) -4 -hydroxy - 
L prolyl -L-glutami nyl -2 -methylalanyl- (4R> -4 -hydroxy- L-prolyl - 2 - 
methylalanyl -N-((1S)-1- (hydroxymethyl) -2-phenylethyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Solid phase synthesis of a number ot venom toxins 
containing two to six cysteine res i flues 
Cotlor, R . ,- Out hi. A. S ; Giles. M. 
ICI Phaim., MacclesJ ield/cheshi 1 e. 

Pioc Am P^pt 



Smith. John A , 



AUTHOR IS) : 
CORPORATE SOURCE: 

SOURCE: Pepi . Chem. Hiol 

). Meeting Date 1SS1. 639 40. Editor (s 

ESC0M- Leiden. N.»th 

CODEN : 57XCA9 
DOCUMENT TYPE: Conterence 
LANGUAGE: English 

as A report from a symposium on the piepart 
401, tevtiapin, ihcriotoxin, noxiustoxi* 
conotoxin. and dendrotox i 11 oy solid-phnse methods 

IT 9207e-76-7P, r.i-Conotoxin o via (reduced) 

RL: SPN (Synthetic preparation), PREP (Preparation) 
(preparation ot , by solid-phase methods* 

RN 92078-76-7 CAPLUS 

CN m- Conotoxin G VIA (reduced) <9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



.• Hayvard. C. F. 

0 4 TO. UK 
yrop.. 12th (1992 
Rivier. Jean E. 



on ot venom toxins secapin. peptide 
charyndotoxin. leiurotoxin. 
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HN 0 
OH 

a 
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CAPLUS COPYRIGHT 2 00 7 ACS on STN 
1952:526168 CAPI.US 
111: 1T6168 

AcLion of derivat ives ol p-conotoxm OIIIA on 
sodium channels. Single amino acid substitutions in 
the toxin separately nttett association and 
dissociation rates 

Becker, S . .■ Prusak - Sochac::ewsk j . E ; V.amponi, 0..- 
Beck-S i ckinger . A. u. ( Gordon, H. r> . ; French, R. J. 
Max- Planck- Inst . Biophys., Frank t ui t /Ma i n , D- 6000/71. 

Germany 

Biochemistry (1992). 3105), 3229 36 
CODEN • BICHAW; !i*SN 0006- ?tC0 

Journal 
Engl i sh 

.udied binding and block ot sodium channels by 12 
est due peptide n-conotoxin hiiia lu-CT.X) in which 
were substituted as fellows- Arg or l.y* by Oln, Gin- 18 
and HO- Pro by Prn Derivs. were synthesized as 



described by S. Becker et al . (1989) . Binding was measured by 
displacement of labeled saxitoxin from eel electroplax membranes (100 mM 
choline chloride. 10 mM HEPES-NaOH, pH 7.4). Blocking kinetics were 
evaluated from steady- state, single-channel recordings from rat skeletal 
muscle sodium channels incorporated into planar, neutral 
phospholipid/decane bilayers (200 mM Nacl, 10 mM HEPES-NaOH, pH 7). 
Blocking events generally appeared as periods of seconds to minutes in 
which current through the single channel was completely eliminated. A 
notable exception was seen for the substitution Arg-13-Qln for which the 
blocked events showed measurable conductances of about 20-40V of the open 
state. The substitution of Arg-13 reduced binding to electroplax 
membranes to undetectable levels and increased the apparent dissociation 
constant determined for skeletal muscle channels by >80-fold compared with the 
native peptide. Other substitutions caused smaller decreases in affinity. 
The decreased potency of the toxin derivs. resulted both from increases in 
the rates of dissociation from the channel, and from decreases in association 
rates. These data support the suggestion by S. Sato et al. (1991) that 
Aig-13 assocs. intimately with the binding site on the channel. In addition, 
these results suggest that certain residues affect almost exclusively the 
approach and docking of the toxin with its binding site, others appear to 
oe important only to the strength of the association once binding has taken 
place, and yet others affect both. 

IT 86394-16-3, Geog r aphut ox i n I (reduced) 
RL : PROC (process) 

(binding of, to sodium channels, structure in relation to! 

RN 86394-16-3 CAPLUS 

CN ( t-Conotoxin G II IA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Manufacture of an antiiuriga! peptide derivative by 

microni a 1 transformation ot a peptide precursor 

Pettich, Brian R . Al ison, Byron H 

Merck ar.d Co . , tnc . USA 

Brit UK Pat . Appl . . 22 pp. 

CODEN: BAXXDU 

Patent 

Engl ish 

I 



GB 2249311 
US S2199S5 
PRIORITY APPLN. INFO.: 



APPLICATION NO. 

GB 1991-22829 
US 1990-607430 
US 1990-607430 



19911028 
19901031 
19901031 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

iB The antifungal antibiotic peptide derivative I is prepared from the cyclic 
hexapeptide II by microbial transformation with Bacillus. Arthrobacter. or 
Pseudomonas . . 

T 158S36-14-2P 

RL: 8MF (Bioindustrial manufacture); BIOL (Biological study); PREP 
(Preparation) 

(manufacture of, from cyclic hexapeptide derivative with Arthrobacter or 
Bacillus or Pseudomelia 9 ) 
U 158536-14-2 CAPLUS 

'N l Pyrrol idinepentanamide, 2 - (aminocarbonyl ) - y- [ |2- I ( [1 - (2- I I [1- 
(lo, 12 -dimethyl - 1 -oxo- tetradecyl ) -4 , 5-di hydroxy- 2- 
pyirol idiny I ) carbonyl 1 amino] -3-hydroxy- 1 -oxobutyl } -4 -hydroxy-2- 
pyrrol idinyl J carbonyl I ami no 1 -3 , 4 -di hydroxy -4 - (4 - hydroxyphenyl > - 1 - 
oxobutyl J aminol - fi. 3 -dihydroxy-4 -methyl - fi-oxo- (9CI) (CA INDEX 
NAME) 
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Preparation and structure- act ivity relationships of 
simplified analogs of the antifungal agent cilofungin: 
a total synthesis approach 



DOCUMENT TYPE: 

LANGUAGE : 

OTHER SOURCE (S> : 



Zambihs. Robert A.,- Hammond, Mi ! 1 on I,.; HeCK, James 
v.,- Bnrtizal. Ken? Trainor, fharlotte. Abruzzo. 
George; Schmatz. Dennis m ; Noltstadt. Karl M. 
Merck Rea. Lab.. Railway. NJ . 0706S. USA 

Journal of Medicinal Chemistiy (1992,, 3SUS). 2843-55 
CODEN: JMCMAR; ISSN: 002T. 2623 

Journal 
Engl iuh 

CAS REACT 117:702*6 



>-NH 

H H- t~ r 



H NH O- \ II 



AS The echinocandins -ire a well-known class of 1 i popept i ties characterized by 
their potent antitungal activity against "anrtida species. The mechanism 
of action of the echinocandins is generally thought to he the inhibition 
of p-l . 3-glucan synthesis, an important structural component in the 
cell wall ot Candida species. Extensive structure-activity studies on the 
fatty acid side chain ot echinocandin B led to the pieparation of the clin. 
candidate cilofungin. we now report the preparation, by solid-phase synthesis, 
of a series of simplified analogs of cilofungin in which the unusual amino 
acids found in the echinocandins were replaced with more readily 
accessible natural amino acids. The 30I id-phase approach to the total 
synthesis of these analogs allowed us to conveniently explore structural 
modifications that could not be accomplished by ohemical modification of the 
natural product. The simplest analog 1 |R * p- iMe (CH2 1 701 C6H4C0NHI showed 
no biol . activity, structural complexity was then returned to the system 
in a systematic fashion so as to reapproaoh the original cilofungin 
structure. Antitungal activity and t.ne inhibition ot h 1.3-glucan 
synthesis were monitored at each step ot the process, thereby revealing 
the basic structure-activity relationships of the amino acids and the 
minimal structural requirements tor biol. activity in tne echinocandin 
ring system. The tesults suggests that the 1 hydroxy 4 methyl pro line 
residue enhances activity but the L- homotyrod i ne residue is crucial for 
both antifungal activity and the inhibition ot |<- 1 , • glucan 
synthesis . 

IT 141806-18-OP 

RL: Rct (Reactant). SPN (Synthetic pi epai at ionl , PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and benzyl oxy carbonyl at 1 on of; 
RN 141806-18-0 CAPLUS 

CN L-Threonine, N2- (4 - (octyloxy) benzoyl ) L-ornithyl L-threonyl - trans -4 - 

hydroxy-L-prolyl -4 - (4 - hydroxyphenyl ) !, 2 aminobutanoyl (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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PAHE 1 8 
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RN 141806-07-7 CAl'LUs 

CN L-Proline. N2- (4 - (octyloxy' benzoyl ) -I.-onii tny) t. threonyl 1 rarts-4 -hydroxy- 
L-prolyl - 4 - (4 - hydroxyphenyl > L-2 -aminobutanoyl -L-threonyl 4 - hydroxy- . 

'trans- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 141806-06-6P 141806-07-7P 141806-24-8P 

RL RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of) 
RN 14 1806-06-6 CAPLUS 

CN L-Proline. N2- 14- (octyloxy) benzoyl ] -L-orn i thyl - L-threonyl -trans - 4 - hydroxy- 
L-prolyl-4- (4 -hydroxyphenyl) - L- 2 -aminobutanoyl - L- threonyl - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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141B06-24-8 CAPLUS 

L- Proline, N2 - [4 - (octyloxy) benzoyl ] - L-orni thyl - L- threonyl -trans -4 - hydroxy - 
L-prolyl -4 - (4 -hydroxyphenyl ) - L- 2 -aminobutanoyl -L-threonyl - 3 -hydroxy-4- 
methyl-, ( 2n , 3f) , 4P > - (9CI) (CA INDEX NAME) 
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I 

CH- CH- 



- CH2~ CH2-CH- NH-C 



-A 



(Preparation),- ract 



141806-23-7P 

RL: RCT (Reactant), • SPN (Synthetic preparation),- PREP 
(Reactant or reagent) 

(preparation and hydrogenolyai 9 ot) 
141806-23-7 CAPLUS 

L- Proline, N2 - [4 - (octyloxy) benzoyl ) -Nb- [ (pheny lme c. hoxy ) car bony 1 3 -L- 
ornithy 1-L- threonyl -trans -4 - hydroxy- L- pro) yl 4 - (4 - hydroxyphenyl ) -L- 2 - 
aminobutanoyl -L-threonyl -3 - hydroxy- 4 -met hy I - , (2ci, 3h. • 
(9CI) (CA INDEX NAME) 



CUz CH2 CH NH C 



O (CHnJ-7 Me 



CH- CH Me 
NH OH 



NH 
I 



CH (CH?. >3 NH C O CH2 Ph 

C • O 

NH OH 

CH CH Me 
! 



synthetic preparation!, PREP ( Pi epa ration) ,- RACT 
with proline derivative) 



IT 141806-19-1P 141806-20-- 

RL: RCT (Reactant); SPN 

(Reactant or reagent ) 

(preparation and peptide coupling 
RN 141806- 19-1 CAPLUS 

CN L-Threonine, N2 - (4 - (octyloxy > benzoyl ) N5- I (phenylmet hoxy ) carbonyl) -L- 
ornithyl -L- threonyl- trans -4 -hydroxy- L prolyl 4 - (4 - hydroxyphenyl ) -L-2- 
aminobutanoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



IT 141806-21-5P 14 1806-22- 6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation),- RACT 
(Reactant or reagent) 

(preparation and saponi : ication ot 1 
RN 141806-21-5 CAPLUS 

CN L- Prol ine, N2- 14 - (octyloxy) benzoyl I -Nb- | < phenyl met hoxy i car bony 1) -L- 

ornithyl-L-threonyl -trans 4 - hydroxy- 1, • prolyl 4 (4 hydroxyphenyl ) -L-2- 
aminobutanoyl -L-threonyl -3 hydroxy - 4 -met liy 1 , methyl ester, 
(2«, 3(1,41)) - C9CI) (CA INDEX NAME) 



1 



O (CH 2 J? Me 



RN 14 1806-20-4 CAPLUS 

CN L-Threonine. N2- |4- (octyloxy) benzoyl ] -N5- [ (phenylmethoxy) carbonyl ] - L- 
orni thyl - L- threonyl - trans -4 - hydroxy- L- prolyl -4 - [4 - 

t I (phenylmethoxy) carbonyl} bxy] phenyl ) - L- 2 - aminobutanoyl - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CH 
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CH" (CH 2 ).i NH C O CH2 Ph 
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CH- CH Me 
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-CH2-CH2 CH NH C 



14)1)06-22-6 CAPLUS 

L-Proline, N2- (4- (octyloxy > benzoyl 1 -N5- [ (phenylmethoxy > carbonyl 1 -L- 
ormthyl - L- threonyl -trans- 4 -hydroxys-prolyl -4- [4- 

{ I (phenylmethoxy) carbonyl ) oxy] phenyl ] - L- 2 - aminobutanoyl - L- threonyl - 3 - 
hydroxy-4 -methyl - , methyl eater, (2u.3p.4PI* (9CII (CA 

INDEX NAME) 



0~ (CH 2 ) 7 "Me 

l) 



MeO-C 
II 
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AS Ion channel side 
studied using 



9 



CH-CH-Me 



CH- (CH 2 > 3-NH-C- 



NH OH 

! 

CH-CH-Me 



CAPLUS COPYRIGHT 2007 ACS on STN 
1992.443017 CAPl.US 
117 4 3 017 

sidechai n- ion interactions in ion channels: a 
molecular modeling study 
Sansom, Mark S. P. 

Lab. moI . Biophys., Umv Oxford. Oxford, OXl 300, UK 
Biochemical Society Transactions (1992). 20(3). 2S4S 
C0DEN ■ BCSTBS ; .ISSN. 0300-5127 
Journal 
Engl ish 

chains in channel -ion and channel -mate- interactions were 
16-residue peptaibol. zei vamici n ■ 1 1 B (Zrv I IB). A 



hexameric model oi a Zrv- 1 IB channel suggests si dec-ham glutamines and 
carbonyl groups interact with K> and water within the lumen of the 
channel. The interaction energy protile tor K» and H20 interactions with 
the channel is presented. Hydrophi 1 ici ty and flexibility ol sidechains 
are considered important in the ion channel interactions 
79395-85-0, Zervamici n -lib 
RL: BIOL (Biological study) 

(ion channel ot hexamer of, potassium and water interactions with 
aidechains of) 
79 395-85-0 CAPLUS 

L- Prol inamide, N- acetyl - L- 1 ryptophy 1 L* isoleucyl - L gtutaminy! -D- isovalyl -L- 
isoleucyl - L- threonyl - 2 -met hy 1 a lanyl - L- leucyl 2 -met hy la lanyl - (4R) -4-hydroxy- 
L- prolyl - L-glutamiriyl - 2 -methy la 1 any 1 ■ (4F i 4 hydroxy -L- prolyl -2- 
methylalanyl-N- [ (IS) - 1 - (hydroxymet hyt 1 -2 phenyl ethy 1 j ■ (CA INDEX NAME) 



PAGE l-B 



CH2 I'Hi C KH 2 Me 



Ph CH2 O- C O 



I » A 

-CH2-CH2-CH-NH-C— ^ j 



HO CH2 O 

II 

Ph- CH2- CH * NH-C ,° 
j 0 Me 0 / 

X 11 1 11 r\ 



LANGUAGE: English 

AB Assay method, isolation ot geographut oxius I and II (GTX 1 and II) from 

marine snail Conns geographus, prepatation of GTX I and II hy solid-phase 
synthesis, and their properties are described 

IT 86414-29-1 

RL: BIOL (Bio) ogica 1 study) 
(isolation and propnrntioi 

RN B64 14-29-1 CAPLUS 
CN u-conbtoxin G I I IB (reduced) 

Absolute stereochemistry. 



and properties 1 

(9CI) (CA INDEX 



CH-CH2-CH 2 -C-NH 2 
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XX 



AcNH O Et-CH 
I II I 
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CH- Et 
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1992:442323 CAPLUS 
117 :42323 
Geographutoxins 
Nakamura. Hideshi; Sato 
Fac. Med., Hokkaido Uni 

Methods in Neurosciencea (1992), a (Neurotoxins) , 
271-82 

CODEN; ME NEE 5 ; ISSN: 1043-9471 

Journal 



Kazuki; Ohizumi, Yasushi 
Sapporo, 060, Japan 



CH2H O (CH 2 )3 JL ° \ fiH \ 

NH 2 „ N„ 2 O^N^V 



0 O NH 
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TITLE: Immunoreacti vity. epitope mapping and protection 

studies with anci -conotoxin GI sera and various 
conotoxins 



Stiles. Bradley C, Sexton. Francis w 
Dep. TOxinol., US Ai my Med Pes Inst Infect. Dis.. 
Frederick, MD, 21702-5011. USA 

SOURCE: TOXiCOn (1992). iONI. J 67 -71 

CODEN : T0XIA6; IFSN 0041-0101 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Goat or rabbit ant i conotox i n GI sera recognized native oi 

dithiot hreitol -reduced <i - conotoxins GI, MI and SI in an EL ISA. 
Native u-conotoxin GIUA or m-conotox in GVIA did not react with 
either anticonotoxin GI serum in the assay. The goat ant i conotoxin OI 
serum neutralized 2.S LDSOs of "-conotoxins GI or MI in mouse lethal 
assays, while the rabbit antiserum had little protective capabilities. 
Epitope mapping of synthesized conotoxin peptide fragments revealed that 
both anticonotoxin GI sera recognised linear sequences from five different 
»i-conotoxins : GI, g I A , GH , MI and s:. The CCNPAC sequence was 
optimally recognized by both antisen 



IT 86394-16-3, Geographutoxi r 
<n- Conotoxin a VIA (reduced) 
RL: BIOL (Biolotji en 1 study) 
(immunot. propert. ies on 

RN 863 94-16-3 CAPLUS 

CN )j- Conotoxin G II I A (reduced) 

Absolute stereochemistry 



(reduced) 92078-76-7, 



*CA If.'DKX NAME I 



X 




O <CH 2 )4 O 



s- " r 



O. NH HO 



0 {CH 2 l4 O 

NW 2 



HN„ 1 NH; 




Absolute stereochemistry. 



k 



HO. Me 
H Kf' II f S 



Y 




RW: AT, BE. I 
GR. IT, I 
. AU 9183054 
ZA 9106072 
OS 5679640 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



CF, CO. CH, CI. CM, DE, Of. ES , FR . GA, 
MR. KL, SE. SN, Tt>, TO 

19920302 AU 1991 53054 

19930428 ZA 1991-6072 

19971021 US 1995-4007B1 

US 1990-560615 
US 1991-6544d2 
WO 1991 -EP1420 



GB, GN. 



US 1993 



14 39 



MAR PAT 



17:40432 



19910729 
19910801 
199S03O8 
A 19900801 
A 19910212 
A 19910729 
Bl 19931027 



Peptides are provided which bind major histocompatibility complex (MHO 
mols. of interest and inhibit T-cell activation. The peptides are of 4-25 
amino acid residues in length and have a core binding region comprising, 
in the direction t rotn the N- to the C terminus, a hydrophobic L-amino acid 
or amino acid mimetic, a spacer sequence ot 2 6 residues, and a Thr or Thr 
mimetic. At least 1 residue is a D-amino acid or amino acid mimetic. The 
peptides may be used to treat diseases associated with particular Dr alleles, 
including autoimmune disease, e.g. rheumatoid arthritis. Sixty peptides 
were synthesized on a 430A peptide synthosi set by standard methods and tested 
for binding to HLA-DKi, -UR4w4, and -DR4wi4 antigens. Synthetic peptide 
D-Ala-Ala-Cha- (Ala)4 - Thr - Leu - Lys - (Ala > J O- Ala - Nil 2 (Cha . 

L-cyclohexylalanine) had a halt lite ot 366 mi n in 251 human blood serum, 
a binding affinity greater than that of influenza hemagglutinin peptide 
307-319 for HLA-DRi and -DR4w4 and greater than that of a peptide B for 
HLA-DR4wi4, and inhibited antigen presentation in a cellular assay. 

IT 142086-B3-7P 142086-86-OP 142086-95-IP 
142086-98-4P 

RL: BAC (Biological activity or effector, except adverse* ; BSU (Biological 
study, unclassified), SPN (Synthetic preparation!, TKU (Therapeutic use J.- 
BIOL (Biological study!,- PREP < Preparat ion> ; USES (Uses) 
(preparation and immunosuppressant activity oil 
RN 142086-83-7 CAPLUS 

CN D-Alaninamide, 13- r.yrosy 1 - L- a lanyl - L-a lanyl 3 - cycl onexy 1 ■ i,-a 1 anyl - L-alanyl - 
L-alanyl -L-alanyl - L-alanyl - 1 rang - 4 - hydroxy- 1. -prolyl L- lysyl - L-a lanyl - L- 
alanyl-L-alanyl- (9C1) <CA INDEX NAME) 

Absolute stereochemistry. 
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1992:440432 CAPLUS 
117:40432 

Novel immunosuppressant peptides 
Gacta, Federico C. A.; Powell, Michael F . ,- Grey, 
Howard M. ,- Sette, Alessandro D.,- Arrhenius, Thomas S. 
Cytel Corp., USA; Sandoz A. -a.,- Sandoz-Patent-G.m.b.H. 

PCT Int. Appl . , 4 2 pp. 
CODEN: PIXXD2 

Patent 
Engl ish 
1 



APPLICATION NO. 



WO 9202543 Al 19920220 WO 1991-EP1420 19910729 

W; AU. BB, BG, 8R, CA, CS , FI , HU, JP, KP. KR , LK , MC, MG , MW , NO, 
PL, RO, SD, SU, US 




a * (CH2) 4 
RN 142086-95-1 CAPLUS 

CN L-Alan j namide. D-a lanyl N*. (2 , 3 -rtihydi oxypropyl 1 L lysyl L-phenylalanyl -L- 
alanyl - L-alanyl - L-a lanyl •[.- a lanyl • t r ana 4 hydroxy i. prolyl - L- ! eucyl -N6- 
(2, 3-di hyriroxypi opyl ) -L lysyl ■ L ■ a 1 any ! n i. nydio.ny-l 
(hydroxymGthyl ) propyl I - (9CI> (CA 1 NDKX NAME) 

Absolute stereochemibti y . 



RN 1420S6-86-0 CAPLUS 

CN D-Alani namide, D-alanyl -L-alanyl- 3 -cyclohexyl -L-alanyl -L-alanyl -L-alanyl -L- 
a lanyl -L-alanyl - trans -4 -hydroxy- L- prolyl - L- lysyl -L-a lanyl -L-alanyl -L- 
alanyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



( . 



V" 



Me O 
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PAGE 1-8 



r 



RN 142086-98-4 CAPLUS 

CN L- Alaninamide , D-alanyl -D-alanyl - L- phenyl a 1 any 1 - L-alanyl - L-alany 1 - L-alanyl - 
L-alanyl -urans-4-hydroxy-L-prolyl-L-leucyl-N6- (2, 3 -dihydroxypropyl ) - L- 
lyayl -L-alanyl-N- [2-hydroxy-l - (hydroxymethyl > propyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




h^ ; v j nh ^ 

' 5 if M h 



s , <CH 2 )4 
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AB The' conformational a 
tBoc = Me3C02C,- Aib 
by the PCiLO method. 



CAPLUS COPYRIGHT <!007 ACS Oil STN 
1952:427139 CAPLUS 
111 127139 

con format ional si rvirture of" the tetiapeptide 

Boe-Aib- Leu-Leu-Aib-OMe-i he central f ragment of the 

nonapept.irie antibiotic: 1 euc i nos tat i n A 

Nandel. Patch s ; Singh, Halvinder.- Saran. Anil 

Dep. Biophys., Panj.ib Univ., Chnndjgarh, 160014, India 

International Journal of Quantum Chemistry (1992), 

42(6). 1669-79 

CODEN; IJQCB2,- ISSN- 0020-7608 
Journa 1 
English 

•ucture of the tot ra peptide 8o» T - Ai b- Leu - Leu-Aib-OMe 
ii ami noi sobutyr U' acid! nas neen investigated 
The computational teaults show the Formation of two 



wh i c 



.ype III, 
landed 3 1 0 - he 1 ic«l 
bonds . The he! ix 
long helix 



closed (i-turns. both 
backbone folds int_o a right 
two intramol . 4 -* 1 hydrogen 
generates a pore or . apprx 

acid side chains located on the outside ot the hel 
leucine side chains may enable leucinosi at in A to 
bilayer. The pore thus formed is cat. ion -seled i ve, 
the cation can pass only in a single file. 
76600-38-9, Leuc i nos t a t i n A 
RL: PRP (Properties) 

(conformational potential energy of tetrapeptide model ot 

method) 

76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME I 



nd the peptide 
•out oi mat ion stabilized by 
hus torined 

ith hydrophonic amino 

. and this tendency of 
t into the membrane 
and through thia pore. 



Et CH CH CH-C 
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-NH-CH-CH- Pr-. 



- C- - NH- CH- CH2 - CH- CH2~ C.H- CH2~ C- Et 



C- NH- C- C-NH- C-C-NH-CH2- CH2 ~ C~ NH~ CH 



O Me O C NH-C 

II I 'i 

C-NH-C C- NH CH"' Bu- 



L6 ANSWER 388 OF 551 
ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 

AUTHOR (S ) : 

CORPORATE SOURCE: 

SOURCE : 



CAPLUS COPYRIGHT 2 0 07 ACS on STN 
1992:427116 CAPLUS 
117:27116 

Synthesis of peptides containing Hyp and/or Dopa wit 
Fmoc-solid phase methods 

Yamamoto, Yasuo,- Nagai , Akira,- Harushima, Yoshiaki; 
Senda, Takayuki 

Tsukuba Res. Lab., Hitachi Chem. Co. Ltd.. Tsukuba , 
300-42, Japan 

Peptide Chemistry (1992) , Volume Date 1991, 29th, 

121-4 

CODEN: PECHDP. ISSN: 0388-3698 

Journal 
Engl ish 



AB A symposium report on the synthesis of title peptides Al a- Lys - Hyp- Ser- Dopa - 
Hyp-Hyp-Thr- Dopa- Lys m, r 1 e -Thr - Dopa -Hyp -Hyp- Thi - Popa • Lys Hyp-Lya (II). 
Ala-Gly-Dopa-Gly-Gly trm, bradykimn nnalog Ai g - Pro Hyp-G I y- Phe-Ser- Pro- 
Phe-Arg. and proctoline analog Ala-Oopa Leu-Hyp-Thr by the solid-phase 
method using 9 - f 1 uorenyl met hoxcarbony 1 tKmoc) amino acid deriva. IV and V. 
I, II, and III are peptide units of pol yphenol i c proteins of mussels. 

IT 142095-67-8P 14209S-69-0P 

RL: SPN (Synthetic preparation),- PREP (Preparation! 

(preparation of, by sol id -phase method using t 1 uoreny lmet hoxyearbonyl 
derivs.) 

RN 142095-67-8 CAPLUS 

CN L- Lysine, N2- [trans -4 -hydroxy- 1 - IN2- [ 3 - hydroxy -N- iN- (t rans - 4 - hydroxy- 1 - 
[ trans -4 -hydroxy- 1 - (3 -hydroxy- N- (N-L- i soleucy 1 -L-threonyl ) -L-tyroayl] -L- 
prolyl] -L-prolyl) - 1.- uhreony 1 i -L-tyrosyH - L- lysyl ) - b-prolyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Y 



O OH 



N s ICHj.J ^ 



HO' Me 



— W\S . < c "2)4 

i NH 2 
CO z H 



consistent with a ri ght - handed , predomi nant 1 y no helical conformation 
throughout the length of the sequence. The aniiiMCtet-inl activity of 
synthetic emcrimicins III and IV wau found to he comparable to the native 
material. The absolute stereochem. At position 12 has minimal effect on 
either the biol . activity or the solution coin ormat ion of the eiaerimicins . 

6437S-G1-5P 142697-07-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified), SPN (Synthetic preparat ion) ,- mot, (Biological 
Study) ; PREP (Preparation) 

(preparation and nnt iffli crobia 1 activity ot ) 

64375-01-S CAPLUS 

Antiamebin I, s - L- va 1 i ne - 1 4 In- [ l - f (ncet.yloxyJ methyl 1 2 phenylechyll -2- 
methylalaninamide) - 15-de [N- i 1 - (hydroxymethy 1 1 2 • pheny 1 el hy 1 1 -L- 
prol i nam i del - , diacetate (ester). (S> (9C1I (CA INDEX NAME I 



RN 142095-69-0 CAPLUS 

CN L-Threonine. N- U- In- (N-L-alanyl-3-hydroxy- L- tyrosyl ) -L-leucyl] -trans-4 • 
hydroxy-L-prolyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



X 
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TITLE: Emerimicins in and IV and their ethy lalaninel2 

epimers. Facilitated chemical -enzymat ic synthesis and 
a qualitative evaluation of their solution structures 

AUTHOR(S): Slomczynska, Urszula; Beusen, Denioe D , ; Zabrocki , 

Januoz,- Kociolek, Karol; Redlinski, Adam; Reusser, 
Fritr; Hutton, William C; Leplawy, Miroslaw T. ,- 
Marshall, Garland R. 

inst. Org. Chero,, Politech. Lodz, Lodz, 90-924, Pol. 
Journal of the American Chemical Society (1992), 

114(11), 4095-106 

CODEN: JACSAT; ISSN; 0002-7863 
Journal 
Engl ish 

CAS REACT 117:8409 

The peptaibol antibiotics, emerimicin III and IV (Ac- Phel -MeA2 -Me A 3 -MeA4 • 
Val5-Gly6-Leu7-MeAB-MeA9-Hypl0-Glnll-R-EtA12-Hypl3-Xxxl4-Pholl5, where Xxx 
■ Ala lor emerimicin III and Xxx ■ Me A for emerimicin IV, Me A - 
<i-methylalanine, EtA • <t-ethylalanine, Phol - 

L-phenylalaninol) and their EtA12 .epimers have been synthesized UBing a 
combined approach involving solution-phase fragment condensation with a fine 
papain-mediated coupling of the 1-6 and 7-15 fragments. The yield of this 
final step, ranging from 62 to B0V for the four peptides, was a dramatic 
improvement over efforts to couple these fragments chemical using DCC/HOBt . 
A qual . evaluation of the solution structures of these peptides in Dmso is 
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142697-07-2 CAPLUS 

Antiamebin 1 , 5-L-val ine- 12- (,- isoval ine- 14 - (N- i 1 - | (acetyl oxy) methyl} -2- 
phenylethyl) - 2-methyla laninamidel - 15-de [N- ( I - thydr oxymothy 1 1 2- 



phenylethyl] L-prolinamideJ-. diacetace (ester), IS) - (9CI) (ca INDEX 



H2N C CH2 CH2 



O Me O CH2 - OAc 

il Ml I 

C- NH- C-C- NH- CH-CH?- Ph 
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L- Alaninamide. n- ( ( l , i -ri> methyl ethoxy) carbony! I - L- leucyl 2-methylalanyl-2- 
met hy la 1 anyl -trans-4- hydroxy - L- prol y ! - L glutnmiiiyi D isovalyl -tranfl-4- 
hydroxy-L-prolyl -N- (2 -hydroxy- 1 - (hydroxymethy 1 ) ethyl | ■ . (S) - (9CI) (CA 

INDEX NAME) 



t-BuO-C-NH O 

i-Bu-CH C-NH Me 
I 

Me -C- C - 
I 

Me 0 



C CH2 CHj El O 

C NH CH C NH C C 
0 0 MO 



141345-81 -5P 141345-82-6P 141374-94-9P 
141434-09-bP 

RL: RCT (Reactant) ,• si>N (Synthetic preparation) ,• PREP (Preparation) ,• RACT 
(Reactant or reagent) 

(preparation and deblocking of) 
141345-81-5 CAPLUS 

Alaninamide . N- [ (1, 1 -dime thy let hoxy) car bony 1 1 -L- leucyl - 2 -me thy la 1 any 1 - 2 - 
methylalanyl - trans -4 - hydroxy- L-prolyl - L-glutami nyl - D- isovalyl - trans -4 • 
hydroxy- L- prolyl -N- [1- ( hydroxymethy 1 ) - 2 -phenylet hyl J -2-methyl-, (S) - (9CI) 

(CA INDEX NAME) 



H-C-NH CH-CH2 OH 
141374-94-9 CAPLUS 

L- Alaninamide, N- ((1,1 • d imethy 1 et.hoxy ) carbonyl ) -L- leucyl • 2 -methylalanyl -2 - 
methylalanyl -tran3-4 - hydroxy -L-prolyl -L-glutami nyl • L- isovalyl -trans-4- 
hydroxy- L-prolyl -N- [1- ( hydroxymethy 1 > - 2 - phenyl ethy 1 1 - . iS>- <9CI) (CA 
INDEX NAME) 



t-BuO- C NH O Ml 

■ !l 

i-Bu -CH- C NH Me 
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> il 

Me 0 



f-f II 
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C- NH- CH- C- NH- C- C- 
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Me O CH2 OH 

- CH-C NH CH CH2~ 
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Alaninamide, N- [It, 1 -dimethylethoxy > carbonyl ] - L- leucyl - 2 - me thy la 1 any 1 - 2 - 
methylalanyl -t rans- 4 -hydroxy- L- prolyl - L-glutami ny 1 - L- isovalyl - trana -4 - 
hydroxy- 1.- prolyl - N- 11- (hydroxymethy 1 ) -2-phenylethyl) - 2 -methyl - , (S) - (9CI) 
(CA INDEX NAME) 



14 1374-97-2 CAPJ,US 

Alaninamjde, U- 1 eucyl - 2 -me l. hy la 1 anyl 2 - met hy 1 a lany I - t rans -4 - hydroxy- L- 
prolyl -[*- glut ami nyl -D - isovalyl - trans -4 • hydroxy - 1, prolyl N- 1 1 - 
(hydroxymethyl) propyl] -2 -methyl- , (s) - , monoari t luoroacetate) (salt) 
<9CI> (CA INDEX NAME) 
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I il 
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II 

C- NH" 



- " C~ C NH 



CH2 OH 

CH CH? - Ph 



52931-42-7P 52931-43-8P UH34-10-8P 
141434-11-9P 

RL-. SPN (Synthetic preparation); PREP (Preparation) 

(preparation, con format i on , and antimicrobial activity oil 

52931-42-7 CAPUJS 

Emerimicin III (9CI) (CA INDEX NAMK) 



IT 141374-97-2P 

RL: SPN {Synthetic preparation); PREP (Preparation) 

(preparation and pnpain-catalyzed peptide coupling of, with hexapeptide 
benzyl eater) 
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C NH 
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141434-10-8 CAPLUS 

Antiamebin I, 5-1,-val ine- 12-L- isoval ine j 4 - ( N - ( 1 • (hydroxymethyl ) - 2 - 
phenylethyl ) - 2 -methy 1 a 1 an i n.tmi de ) -IS-de [N- 11 ■ (hydroxymethyl I -2- 
phenylethyl] -L-prol inamidel , (S) - |1CI> (CA INDEX NAME? 



H2N- C CH2-CH 2 Et 
R — CH' C NH C 



Me O 
NH C C 



CH? OH 
CH CHj 



i-Pr i-Bu-CH-C NH 

1 I I 

Me O CH-C-NH-CH2-C-NH Me~C~C- 
I II i II II I II 

Mo-C C-NH O O Me 0 



Ph-CH? CH- C NH 
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. II 
Me O 



Me- C — C-NH 
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I I! 

Ph-CH2-CH C NH 



Me C 
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0 CH C NH CH2 C NH Me C C 
o Me o 
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I il 
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RN 14 1434-11-9 CAPLUS 

CN Antiamebin I, S-L-vol ine-12-L- isova 1 ine - 14 - (N- [1- ( hydroxymet hy 1 ) - 2 - 

phenyl ethyl I -L-alaninamide] -15 -de [N- [1 - (hydroxymethyl ) - 2 - phenyl ethy 1] -L- 
prclinamide) - . <S) - (9CI) (CA INDEX NAME) 



H2N C- CH2 CH2 



O Me 0 CH2~OH 

II I II I 

C-NH -CH-C-NH-CH-CH2- Ph 
Et O I 

i ii X 
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0 Me \ 
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DOCUMENT NUMBER: 111:2309 

TITLE: The role ot Pro/Hyp kinks in oete rmi n ing the 

transmembrane nelix length and qating mechanism of a 
ILeul zervamicin channel 
Ballesteros, Juan A.; Weinstein, Hare! 
Dep. Physiol. Hiophys.. Mi Sinai Sch . Med., New York. 

NY, 10029, USA 

Biophysical Journal (19SJM. 62(11. 110-11 
CODEN: BIOJAU; ISSN" 0006- 34 9S 
Journal; General Review 
Engl ish 

rets. t Leu] zervamicin (|LJ ZVM) is a membrane- channel 
forming polypeptide ot 16 residues rich in Pro and hydroxyprol ine (Hyp) 
residues. The crystal structure in methanol /water solution shows en assembly 
of amphiphilic helixes that resembles a channel structure. The putative 
role ot the Pro/Hyp residues in lengthening the helix to membrane spanning 
length, and in producing a gating mechanism tor the channel is discussed. 

IT 135995-68-5 

RL: BIOL (Biological study) 

(membrane channel, gating mechanism and transmembrane helix length of, 
proline and hydroxyprol i ne kinks function in) 

RN 135995-68-5 CAPLUS 

CN L- Prol inamide . n ■ acetyl - L - 1 eucyl - L- i soleucy I - 1, gl utaminyl - D- i sovalyl -L- 

isoleucyl - L- 1 hreony 1 - 2 -methy lalanyl - L ■ 1 eucyl - 2 ■ methyl a 1 any 1 - UR) -4 -hydroxy - 
L-prolyl •L-glutaminyl ■ 2 -metnylalany] • (4R1 4* hydroxy -L prolyl -2- 
methylalanyl-N- [ (IS) ■ 1- (hydroxymethyl ) 2 phenylethyl ) (9CI> (CA INDEX 
NAME) 

Absolute stereochemistry. 



NHAc Me 



O NH 



A. 



OH 0 || 



y Me Me 



H Me 



Me Me 

t X ... 
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ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE : 



CAPLUS 



totor 



CORPORATE SOURCE: 



DOCUMENT TYPE 
LANGUAGE : 
AB In mouse 



1992:402485 
1 17 :246b 

Apparent block ot potassium currents in mouse 
nerve terminals by tei rodotoxin , u- conotoxin 
reduced external sodium 

Braga, M . F. M. , Anderson. A J,,- Harvey. A. L.i 
Rowan, E G. 

Strathvlyde Inst. Drug, Res . univ strathclyde, 
Glasgov. Gl 1XW, UK 

British Journal ot Pharmacology (1992). 106(1), 91-4 
CODEN: BJPCBM; ISSN- OOQT-llaB 
Journal 
Engl ish 

is sierni nerve-muscle prepns.. reduced extracellular 
Na* concns. and low concnu of the Na» channel blocking toxins 
tetrodotoxin (TTX. 18-36 nM) and n conotoxin GIIB (0.4-2 0 mM> 
selectively decreased the amplitude of the component ot perineural 
waveforms associated with nerve terminal K • currents, without affecting the 
main Na. spike. Intracellular recoding ot endplaie potentials (e.p.ps) 
and miniature endplate potentials (m.e.p psl t rom triangularis stem! 
prepns. revealed that TTX and u- conotoxin Gin a depressed the evoked 
quantal release ot acetylcholine without significant cltecis on o.e.p.p. 
amplitude, frequency or time constant ot decay. The apparent block of K« 
current by low concns . o! TTX and u-conotoxin is pronably not a direct 
effect on K» channels but results t rom a decrease in the passive 
depolarization ot nerve terminals tol lowing blockade ot a small 
of axonal Na » channels. 
B6414-29-1 

RL: BIOL (Biological study) 

(potassium current in motor nerve terminals response toj 

I 864 14 -29-1 CAPLUS 

I n-conotoxin G 1 1 IB (reduced) (9CI> <ca index name) 
isolute stereochemistry. 
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ACCESSION NUMBER : 1992:253005 CAPLUS 

DOCUMENT NUMBER- 116:253005 

TITLE: Conformation-activity relationships of ^-conotoxii 

GIIIA 

AUTHORis): Wakamatsu. Kaori; Kohda, Daisuke; Ohya, Masanao; 



Nakamura, Hideshi; Inayakj. Koywniko.- Sato, Kazuki 
Kac. Eng.. Gunma Univ., Knyu, Japan 
Peptide Chemistry 11992). Volume Date 1991. 29th. 
19-52 

CODEN: PECHDP; ISSN. 039a -696 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB In order to elucidate the structure-activity relationships of the peptide 
p-conotoxin GIIIA , the authors precisely determined the three-dimensional 
structures of thia peptide as well as of an inactive analog 
lAlal3] - u-conotoxin GIIIA by proton NMF and mol dynamics calcns. 
IT 86394-16-3, u-ConotOxin GIIIA 
RL: PRP (Properties) 

(tertiary conformation of, in study of sodium and nerve sodium channel 
structures) 



RN 
CN 



Absolute stereochemistry. 



86394-16-3 CAPLUS 

u-Conotoxin G IHA (reduced) 



(9C1) (CA INDEX NAME) 
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kjA, o \ R 
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1992:190510 CAPLUS 
116: 190S10 
Separation of leuci 
electrophoresis 
Quaylia, M. G . .- Fanali 
RiCCi, M. 

Dip. stud. Farm., Univ 
Italy 

Journal of Chromatography (1992) 
CODEN : JOCRAM; ISSN: 0021-9673 

Engl ish 

AB A capillary zone electrophoret ic method was used to sep. some 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 



ins by capillary zone 
S.,- Nardi, A.; Rossi, C . ,• 
"La sapienza". Rome, 00185, 
593(1-2), 259-63 



leucinosr.at ins , the nonapepLides obtained by jiibmerged cultures of 
Paeci lomyces marquandii or P. jilacinus. TheM«» compds are of 
pharmaceutical interest toi their remarkable ant i b:ot i c , cytotoxic and 
phytotoxic activities. The proposed method a Mows the separation of 
leucinostatins from very complex mixta. <ind dnows niyh efficiency, good 
resolution and a very short anal, time 

76600-38-9, Leuci nostat i n A 76663-520, Leuci nosta t i n a 
100349-85-7, I.euc i nos t a t i n K 108426-90-0, Leur J nosLat i n 
D 109539-57-3 . Leuc i nos tat i n K 1 0953 9 - bB ■ 4 , 

RL: PROC (Process) 

(separation of, by capillary zone electrophoresis) 
76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA TNDEX NAME) 
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(CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CAPLUS COPYRIGHT 200 7 ACS on STN 
1992:189374 CAPLUS 
116 : 18937-1 

Oroega-conotoxin di f ferencial ly blocks acetylcholine 
and adenosine triphosphate releases from Torpedo 
synaptosomes 

Farinas, I.j Solsona, C . ,- Marsal, J. 
Fac. Med., Univ. Barcelona, Barcelona, Spain 
Neuroscience (Oxford, United Kingdom) (1992), 4 7(3), 
64 1-8 

COD EN: NRSCDN.- ISSN: 0306-4 522 
DOCUMENT TYPE ; Journal 
LANGUAGE: English 

AB The effect of several blockers of voltage-sensitive ca channels on the 
release ol acetylcholine and ATP from synaptosomes isolated from T. 
marmorata elec. organ was studied. Depolarization of these nerve 
terminals with high K. -containing solns. resulted in a Ca-dependent release of 
both mols, cd ions (10-6 to 10-3M) inhibited similarly releases whereas 
Ni ions (10 4 M) in the external medium did not affect neurotransmitter or 
nucleotide release. Both releases were completely resistant to the effect 
of l , 4 -dihydropyridines (antagonists nimodipine, nifedipine and agonist 
Bay K 8644) and of a related compound (diltiazem) at concna . up to 10-5 M. 
These drugs failed to cause any effect even when synaptosomes were 
submaximally depolarized during incubation. «>-ConotOxin (10-8 to 5 
♦ 105 M) showed a differential effect on acetylcholine and ATP 
releases. Nucleotide release was inhibited 90% at the highest concentration 
tested <S£> nm) while acetylcholine release was only moderately 
decreased (30%) . EC50 for acetylcholine and ATP were of 167 and 2 pM, 
reap. The results suggest the implication of different types of Ca 
Channels in the release of these mols. 

IT 92078-76-7. oi-conotoxin g VIA (reduced) 
RL: BIOL (Biological study) 

(acetylcholine and ATP release by synaptosomes of Torpedo marmorata 
response to, calcium channel in relation to) 

RN 92078-76-7 CAPLUS 

CN *>-eonotoxin g via (reduced) (9CI) (CA index name) 
Absolute stereochemistry. 
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1992:8414 5 CAPLUS 
116:84145 

Synthesis, stability, and biological evaluation of 
water-soluble prodrugs of a new echinocandin 
lipopeptide. Discovery of a potential clinical agent 
for the treatment of systemic candidiasis and 
Pneumocystis carinii pneumonia (PCP) 

Balkovec, James M . ; Black. Regina M . ; Hammond, Milton 
Zambias, Robert A.,- Abruazo, 
n,- Kropp, Helmut/ Trainor, 



L. ; Heck. James 
George,- Bartizal 
charlotte; et al 
Dep. Synth. Chem 
Lab., Rahway, NJ 



Res., Merck, sharp and Dohme Res. 

0706S, USA 

Journal of Medicinal Chemistry (1992), 35(1), 194-8 
CODEN: JMCMAR ,- ISSN: 0022-2623 
Journal 
Engl ish 



/ . — NHC0(CH 2 > S (CHMeCH 2 » ?Me 



II 



O HN OH 
H - • 
HO NH °~ Me 

II 

ho ; — N. 



/ 



Nine water soluble prodrugs of an antifungal and ant i Pneumocystis lipopeptide 
L-68B,786 I |R - CONH (CH2 1 11C02H , CONMeCH2C02H, CONHCH2CH2NMe2 , 

C02CH2CH2NMe2, co ICH2 ) 3C02H , co(CH2)nNH2, P03H2. n = i. 2} were prepared by 
treating the parent compound I (R • HI with solid Li OH in DMF in the 
presence of the deri vat i zing agent. The derivg. I had water solubilities 
of >20 mg/mL in water or 0.1M pH 7 phosphate butter. The hydrolytic 
stabilities were determined at pH 7. The phosphate ester I (R ■ P03H2) 
(L-693,989) was Lhe roost st. tbl e tollowucj tiy t ne carbamates, esters, and 
carbonate. I were evaluated in vitro against « membrane l . 3 • p-glucan 
synthase preparation and in an antifungal iissay The results suggested that 
the phenol may he important tor antifungal activity since there was an 
inverse relationship between hydrolytic stability «nrt in vitro activity. 



I were evaluated in the two in vi 
and rats with Pneumocystis varini 
the only derivative that was equi 
models, suggesting that the estei 
in vivo. 

138540-53-1P 

RL: SPN (Synthetic 
(preparation of 

138540-53-1 CAPLUS 
L-Prolinamide, i-(io.i2-d 



vo models,- mioe with systemic candidiasis 
i. The phosph.ite ester I (R - P03H2) was 
vii lent to the pajent drug in both of these 
is subject to rapid enzymic hydrolysis 



preparation); PREP t Crepa i at i on I 



thyl - 



oxotetraderyl \ -4 • hydroxy- s- 
(phenylmethoxy) -L-prolyl -1,-threonyl • trans -4 ■ hydroxy L prolyl - (3) -4-hydroxy- 
4- (4-hydroxyphenyl ) -L-threonyl -throo- i hydroxy- L-gl utaminyl • 3 - hydroxy - 
(9CI) (CA INDEX NAME) 



(in anti inflammatory composition :or connective tissue, peroxidn. resistance 
in relation to) 
138105-03 -0 CAPLUS 

L-Methionine. N- itrans-4 -hydroxy- 1 - 11 oxo- 9-octadecertyl » -L-prolyll - . iZ) - 

(9CI) (CA INDEX NAME ) 
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1992 : 67185 CAPLUS 
116:67185 

Nonperoxidizable unsaturated fatty acyl -containing 

lipoamino acid compositions 

Morel le, Jean, Lauzanne Morel le, Eliane 

Fr . 

Fr. Demande, 8 pp. 

CODEN: FRXXBL 

Patent 
French 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



FR 1989-14400 



DATE 



19891103 



FR 2654107 Al 19910510 

FR 26B4101 Bl 19950331 

PRIORITY APPLN. r NFO . : FR 1989-14400 19891103 

AB Methionine is added to amino acids or amino acid mixts. prior to acylation 

with unsaid, fatty acid chains to form unsatd. fatty acyl -containing lipoamino 
acids which are not peroxidi zable and which are not subject to formation 
of ma londi aldehyde . The lipoamino acids of the invention are superior 
emollients. An emulsion containing 5* oleyoyl collagen (containing 10* 
methionine 

incorporated at the time of acylation) which was left in the air and 
sunlight for 21 days showed a total absence of peroxides. A composition for 
treatment of connective tissue inflammation included oleyoyl 
hydroxyprol ine -methionine (with 10* acylated methionine). Other 
formulations are described for e.g. anti-aging, dematol . antiinflammatory, 
and sunburn protection. 
IT 138705-03-0 

RL : BIOL (Biological study) 
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Tetrapeptidyl 



Mas ami; 

lot i . Hisae; 



CAPLUS COPYRIGHT 2007 ACS cm STN 
1992:42016 CAPLUS 
116:4 2016 

Vertebrate collagenase itmihit.or. 11 
hydroxamic acids 

Odake. Shinjiro; okayama , Tory; Onata 
Morikawii, Tadanoi 1 ,- Hattori, Shunji,- 
Nagai. Yutaka 

Res. lns=t.. Fuji chum tnd.. Ltd , Takaoka, 933. Japan 
Chemical h Pharmaceutical Bulletin fl99l>. 39(6), 
1489-94 

CODEN: CPBTAL; ISSN • 0009 ?.Jf>3 
Journal 
Eng 1 i sh 

CASREACT 116:42016 

AB To develop a potent and specific collagenase inhibitor, a series o£ 

tetrapeptidyl liydroxaminic acids were synthesized. Among the series of 
tetrapeptidyl derivs. synthesized. R-'Jly- pro- Lou Ala-NHOH and 
R-Gly-Pro-D-Leu-D- Ala -nhoh were found to be highly specific and potent 
inhibitors against vertebrate collagenase with an IC50 ot 10-6 M order, 
where R stands for 80c or acyl group. Anal, ot their structure-activity 
relationships showed a characteristic feature of the substrate-binding 
site of collagenase as follows: 1) the Si subaite forms a shallow 
hydrophobic pocket, although glycine residue corresponds to the subsite of 
the natural collagen substrate: 2) the S2 subsite constitutes a bulky 
pocket with less requirement tor hydrophobicity s 3» the S3 subaite 
preferentially accommodates Pro residue. ;md 4) the accumulation of the 
P4-P1 subsites of peptidyl collagenase inhibit. or to the S4 si subsites is 
required to form a tight binding of its hydroxamic acid moiety to the zinc 
ion at the catalytic site ot the enzyme. The introduction ot an 
enantiomeric dipeptide unit, D-Leu-D-Ala, to tho P2 Pi subsites 
demonstrated an increased binding capacity to '.hi; extended 34 -SI subsites 
of collagenase. thus providing proteinase resistant inhibitor. 

IT 124169-20-6P 

RL: RCT (React ant).- SPN (Synthetic preparation'. PREP {Preparation) ; RACT 
(Reactant or reagent) 

(preparation and hydrogenolys is ot ) 
RN 124 169-20-6 CAPLUS 

CN Olycinamide, N- ( ( 1 , 1 -dimet hy let hoxy ) car bony 1 1 g lycyl trans 4-hydroxy-L- 
prolyl-L-leucyl-N- (phenylmethoxy) - i"9CI I (CA INDEX NAME) 

Absolute stereochemistry. 




IT 124168-72-5P 

RL: SPN (Synthetic preparation).- PREP (Preparation) 

(preparation and inhibition by, of vertebrate collagenase) 
RN 124168-72-5 CAPLUS 

CN Olycinamide, N- [ ( 1 , 1 -dimet hy let hoxy) carbonyl Jglycyl -trans-4-hydroxy-L- 
prolyl-L-leucyl-N- hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1992:811 CAPLUS 
116: 811 

Effects of bradykinin and bradykinin analogs on the 
opossum lower esophageal sphincter: characterization 
of an inhibitory bradykinin receptor 
Saha, Joy K . ,- Sengupta. J. N. ; ooya 1 . Raj K. 
cent. Swallowing Motility Disorders, Charles A. Dana 
Res. Inst.. Boston, MA. USA 

Journal of Pharmacology and Experimental Therapeutics 

(1991), 259(1), 265-73 
CODEN: JPETAB; ISSN: 0022-3565 
Journal 
English 

Bradykinin (BK) caused the circular muscle of opossum lower esophageal 
sphincter to relax and then contract in vitro. The effects of BK were not 
modified by indomethacin, tet rodotoxin , »- conotoxi n , atropine, 
propranolol, phenoto 1 ami ne , haloperidol, methyserg ide , pyrilamine, or 
cimetidine. Apamin, but not tetraethylammoni um , antagonized the 
inhibitory effect of BK and nifedipine antagonized its excitatory effect. 
Structure -act i vity relationships of 10 BK analogs known to be active BK 
receptors were studied. six analogs had distinct excitatory response 
profile and the rank order of potency of these agonists according to pD2 
(shown in parentheses) was D- Arg- (Hyp 3 , Thi 5 , 8,0- Phe7 ) - BK (6.49) > 
(Thi 5 ,8,D-Phe7|-BK (5.61) > Lys - Lys - [Hyp3 , Thi S,8.D-Phe7|- BK (5.45) * BK 
(5 16) > [des -Arg9 ) -BK (4.95) > (D-Phe7]-BK (4.73). However, only BK was 
fully etticacious (100%) and Emax values of all the analogs were less than 
that ot BK. On the inhibitory response. BK was the only agonist (pD2 - 



5.48) and none of the BK analogs were agonistic All the BK analogs were 
also inactive as antagonists except. Lys Lys (Hyp3 .Thi 5. 8 , 0- Phel) -BK and 
Lys - Lys - [Hyp2 , 3 , Thi 5,8,D-Phe7)-8K which competitively and selectively 
antagonized the BK inhibitory response The pA2 value ot 
Lys - Lys - [Hyp 3 , Thi 5,8, D- Phe7 1 - bk was 6.92. Thus. BK produced a biphasic 
response consisting of relaxation followed by contraction and acts 
directly on the sphincter muscle. The inhibition involves 
apamin- sensitive but tetraet hyl ammon i um- res i stani K • channel and the 
excitation involves, in part, nifedipine sensitive Ca2- channel. The 
Structure-activity profiles of the BK analogs on the excitatory receptor 
resemble those of the B4 receptor of the opossum esophageal longitudinal 
muscle. However, the structure-activity profiles of the BK analogs on the 
inhibitory receptor differ from the previously described BK receptors and 
may represent another type of BK receptor, here designated B5. 
IT 127634-27-9. B 5092 

RL: BAC (Biological activity or effector, except adverse).- BSU (Biological 
study, unclassified); BIOL (Biological study! 

(receptors ot lower esophageal sphincter response to) 

RN 127634-27-9 CAPLUS 

CN L-Arginine, L-argi nyl - L-pro! yl - L-prolyl glycy 1 L phenylalanyl • L-seryl-D- 
phenylalanyl- (4IJ) -4 - hydroxy - L-prol yl - (9d! (CA INDEX NAME! 

Absolute stereochemistry. 
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1991:60*531 CAPLUS 
1 15:208531 

Comparison ot tolding procedures on synthetic 
«i-conotoxin 

Pennington. M M.,- Feat in, S m .- Macceccnini, 
BACHEM Biosci . , Philadelphia. PA. 19104. USA 



Pept. 1990. Proc. Eur. Pept . Symp . , 21st (1991), 
Meeting Date 1990, 164-6. Editor(a): Qiralt, Ernest, 
Andreu, David. ESCOM Sci . Publ . : Leiden. Neth. 

CODEN: 57HNAI 

conference 
Engl ish 



H-- Cys 1 - Lys- Se r - Hyp- G 1 y - Ser - S er -Cys 2 - 
Ser-Hyp-Thr-Ser-Tyr-Asn- Cys 3 -Cys 4 - 
Arg-Ser-CysS-Asn-Hyp-Tyr-Thr-Lys- 
Arg-Cys 6 -Tyr-NH2 I 



AB A symposium report on a comparison of the air oxidation process to the 
glutathione procedure tor sequence I of ci>-conotoxin . Disulfide 
mapping expts. showed that the glutathione oxidation product had the native 
1-4, 2-5. 3-6 disulfide pairings. However, the 3-5. 4-6 arrangement was 
tound for the air oxidation product. 

IT 92078-76-7, t.> - conotox i n (reduced) 
RL: PRP (Properties) 

(oxidative disulfide coupling of, comparison of folding procedures for) 

RN 92078-76-7 CAPLUS 

CN w-conotoxin g VIA (reduced* (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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1991:608485 CAPLUS 
115.-208485 

Synthesis of ( 2S. 4S , 6S) - 2 -amino- 6 - hydroxy- 4 -met hyl - B - 

oxodecanoic acid and (4S, E) -4 -methyl hex- 2 -enoic acid 

constituents of leucinostatinea 

El Hadrami , Mestafa; Lavergne, Jean Pierre, 

Viallefont, Philippe,- Itto, My Youssef Ait; Hasnaoui, 

Aissa 

Univ. Sci . Tech. Languedoc, Montpellier, 34095, Fr. 
Tetrahedron Letters (1991), 32(32), 398S-8 

CODEN: TELEAY; ISSN: 0040-4039 

Journal 

Engl igh 

CAS REACT 115:208485 



OH Me CO?H 

H ! H i H ! 



The synthesis of the title compds . . I and <4S , E) - EtCHMeCH : CHC02Et , 
nonnatural acid and amino acid constituents of the peptide antibiotics 
leucinostat in is described. 
76600-38-9P, Leuci nost at i n A 
RL- PREP (Preparation) 

(nonnatural amino acid components amino (hydroxy) methyl (oxo) decanoic 

acid and methylhexenoic acid. asym. synthesis of! 
76600-38-9 CAPLUS 

Leucinostntin A (9CI) (CA INDEX NAME) 



Et-CH-CII~CH C 



C-NH CH CH2 CH 



O Me O 

C NH C C 



NH C»2 CHJ C NH CH 



C~NH CH Bu-i 
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peptide blocker 



CAPLUS COPYRIGHT 200' AC* on STN 
1991:600315 CAPLUS 
115:20061b 

Active site ot u couotoxin uiilA, 
of muscle sodium channels 

Sato, Kazuki; ishidn, Vukisato; waxamatsu , Kaori< 
Kato, Rika; Honda, Hiromi; Ohlsumi, Yasushi; Nakamira, 
Hideshi.- ohya, Masanao; Lancelin, Jean Marc; et *1 . 
Mitsubishi Kasei Inst. Lite Sci.. Machida, 194, Japan 
Journal ot Biological chemistry U991), 266(26), 

16989-91 

CODEN: JBCHA3,- ISSN. 0021 -93S,i 

Journal 
Engl ish 

The amino acid sequence ot ii -conotox i n Gl.'IA (otherwise called 
geographutoxin I), a peptide having 2S ■amino acid residues with three 



disulfide bridges, was modified by replacing each residue with Ala or Lys 
co elucidate its active center Cor blocking sodium channels of skeletal 
muscle. NMF and CD spectra were virtually identical between native and 
modified toxins, indicating the similarity of their conformation including 
disulfide bridges. The inhibitory effect of these modified peptides on 
twiLCh contractions of the rat diaphragm showed that Arg at the 13th 
position and the basicity of the mol . are crucial for the biol . action. 
The segment Lysll -Aspl 2-Argl3 is flexible ( J . M . - Lancel in et al.. 1991), 
and this may represent a clue for the subtle fit of Argl3 to the specific 
site of sodium channels. Since shown ligands to sodium channels, such as 
cetrodotoxin, anthopleul in-A, etc., contain guanidino groups as a putative 
binding moiety, Arg may be a general residue for peptide toxins to 
interact with the receptor site on sodium channels. 

IT 86394-16-3, n-ConotOxin GIIIA 
RL: BIOL (Biological study) 

(active site of, determination of, muscle contraction and sodium channels in 
relation to) 

RN 863 94-16-3 CAPLUS 

CN u-conotoxin G IIIA (reduced) <9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



0 <CM2M 



I 



<CH 2 }4 v 0 <CH 2 )3 O 

V NH 2 "* NH 

UN' NH 2 
H 2 N 



Me " 



0 . NH HO 

| O SH 0 



•> 

HO 

SH 

I - 

H 



O (CH 2 )4 



NH 

X 



NH 2 
O C0 2 H 



Lfi ANSWER 4 0 2 OF 551 CAPLUS COPYRIGHT 200 7 ACS Un 3TN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 



1991:583*37 CAPLUS 
115:183937 

[Hyp3l -tuftsin <(Hyp3)-TUi synthesis and biological 
activity 

Galasik- Bartoszek. Urszula,- Konopi nska , Danuta/ Plech. 
Andrzej, Najjar, Victor A.; Brus, Ryasard 
Dep. Pharmacol , Silesian Ac»td Med., Zabrze, 41-809. 
Pol . 



Internationa! Journal or Peptide 
I 1991 ) , 38(2), 176 30 
CODEN: IJPPC3; (SriN 0367837? 
Journal 
Engl i sh 



Protein Research 



AB The title compound, H-Thr-Lys-Hyp-Arg-OH (I), has been synthesized by the 
liquid-phase method and tested or antinociceptive and diuretic effects in 
rats. The presence of the hydroxyl substituent in pyrrolidine ring of 
proline slightly modifies antinociceptive effect of tuftsin and is 
responsible for the increased diuretic activity of I. 

IT 136457-71-7P 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and catalytic hydrogenolysis of) 
RN 136497-71-7 CAPLUS 

CN L-Ornithine. N5- I imino (nit roamino) methyl 1 -N2- [trans-4- (phenylmethoxy ) - 1- 

[N6- [ (phenylmethoxy) carbonyl] -N2- [N- [ (phenylmethoxy > carbonyl J -L-tyrosyl 1 -L- 
lysyl 1 -L-proiyl) - , phenylmethyl ester (9CI) (CA INDEX name) 

Absolute stereochemistry. 



IT 136497-72-aP 136497-73-9P 

RL: spn (Synthetic preparation); PREP (Preparation) 

(preparation, antinociceptive, and diuretic activity of) 

RN 136497-72 8 CAPLUS 

CN L-Arginine. N2- It rans-4 - hydroxy- 1 - (N2 - L-threonyl - L- lysy 1 > -L-prolyl) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 
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IT 1364 97-70-6P 

RL: SPN (Synthetic preparation),- PHEP 
(preparation, deblocking, and pepi 
ester) 

RN 13 6497-70-6 CAPLUS 

CN L-Ornithine, NS- 1 1- IN2- [(1,1 dimethylethoxy»c t n t>onyl I n«> 

( (phenylmethoxy) carbonyl | • L- lysy 1 J t rand 4 [phenyl met hoxyi -I. prolyl] -NS 
!imino(nitronmino)rtiethyl | - , phenylmethyl ester (!>CI> ICA INDEX NAME) 

Absolute stereochemistry. 
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t-BuO NH 
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""(CH2)4 S 
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RN 13 6497-73-i CAPLUS 

CN L- Argin i ne , N2- I trans -4 -hydroxy- 1- (N 2 -L-threonyl -L-lysyl) -L-prolyl) - 
triacetate (salt) (9CI) (CA INDEX NAME) 
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TITLE : Structure-activity relationship of geographutoxin 

analogs 

AUTHOR(S): Sato, Kazuki; Nakamura, Hideshi , Ishida, Yukisato, 

Kobayashi, Junichif Kato. Rika; Muroyama, Akiko; 
Honda, Hiromi,- Ohizumi, Yasushi 

Mitsubishi Kasei Inst. Liife Sci., Machida, 194 , Japan 
Pept. 1990, Proc. Eur. Pept . Symp. , 21st U991>. 
Meeting Date 1990, 234-5. Editor<s): Giralt, Ernest; 
Andreu. David. ESCOM sci. Publ . : Leiden, Neth. 
CODEN: 57HNAI 
Conference 
English 

AB The mode of action of geographutoxin I and II analogs is different from 

that or tetrodotoxin and saxitoxin, although they bind to the same 

receptor on sodium channels. 
IT B6414-29-1D, analogs 

RL: BAC {Biological activity or effector, except adverse); BSU (Biological 

study, unclassified),- BIOL (Biological study) 
(biol . activity of. structure in relation to) 
RN 864 14-29-1 CAPLUS 

CN u-conotoxin G 1 1 IB (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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TITLE: Toward nonpepi i da 1 substance P mimetic analogs: 

design, synthesis, tinri biological activity 
AUTHORIS): Chorev, Michael.- Roubitn, EH; Gilon. Chain; Selinger. 



CORPORATE SOURCE. 
SOURCE : 



Zvi 

Dep. Pharm. Chem. , Hebrew Univ. Jerusalem. Jerusalem, 
91120, Israel 

Biopolymers (1991), 31(6). 725-33 
CODEN: BIPMAA; ISSN: 0006-3525 
DOCUMENT TYPE; Journal 
LANGUAGE : English 

AB 1 , 4 -Piper.ir.ine and 4 - hydroxyproline , two small cyclic polyf unct iona 1 

systems with defined stereochem., ware introduced as *mol . scaffolds*. we 
define a "bioactive topol . , " which is a derived putative low-energy 
conformation obtained through theor. conformational anal, of substance P. 
Substitution of these mol . scaffolds by pharmacophors characteristic of 
the bioactive topol. of the C-terminal hexapeptide of substance P resulted 
in active, partially nonpeptidal substance P mimetic agonists. The study 
discusses the concepts and tools used to achieve this structural 
transtormitLion, and points out the need to address flexibility- rigidity 
issues in an attempt to maintain sufficient mol. plasticity, 

IT 106815-24-1 106820-39-7 106863-25-6 
136273-61-5 

RL; BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified),- BIOL (Biological study) 
(biol . activity of) 
RN 106815-24 1 CAPLUS 

CN L-Methioninamide. 5 -oxo- L- prolyl -L-phenylalanyl -trans - 4 - (pheny lmethoxy ) -L- 
prolyl-L-leucyl- (9CI) (ca index name) 



Absolu 



stereochemistry . 




K a 



RN 106820-39-7 CAPLUS 

CN L-Methioninamide, 5 - oxo - L- prolyl - L- pheny la 1 any 1 -cis -4 - (phenyl met hoxy) -D- 
prolyl-L-leucyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
H2N O 



RN 106863-25-6 CAPLUS 

CN L-Methioninamide, 5-oxo-L-prolyl -L-phenylalanyl -cia-4 - (phenylmethoxy > -L- 
prolyl -L-leucyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



J 



S N 

I 

i -Bu 



RN 136273-61-S CAPLUS 

CN L-Methioni namide, 5 -oxo- L - pr o) y 1 - L- pheny 1 a 1 any) -ttans-4 -met hoxy- L- prolyl -L- 
leucyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I 0 
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TITLE: Crystal structure of | Leu 1 ) zervami ci n . a i 

ion-channel peptide. implications for gating 
mechanisms 

AUTHOR (S): Karle, Isabella L ,■ F\ ippen- Anderson, Judith L.» 

Agarwalla, San jay,- 13* la ram, Padmanabhan 
CORPORATE SOURCE : Lab. Struct. Matter, Nav . Res Lab . Washington. DC. 

20375-5000, U£A 

SOURCE: Proceedings ol the National Academy ot Sciences of the 

United states ol America (1995). 8P«12), 5301-11 

CODEN: PNASA6, IS^N- 0027 m-i 
DOCUMENT TYPE: Journal 
language: English 

AB Structures in four different crystal torms oi [Leu J J zeivamicin < tervamicin 
2-L, Ac- l,eu-Ile-Gln- 1 va- 1 le5 -Thr-Ai b- l«ti Aib-HyplO-Uln-Aib-Hyp-Aib-ProlS- 
Phol , where Iva is isovaline, Aib is u-amino Isobutyric acid. Hyp is 
4 -hydroxyprol ine, and Phol is phenylalanine! I . a memm sue channel -forming 
polypeptide t rom Emer i cellopsia sa ! moaynnemata . havo uotn determined by x-ray 
diffraction. The helical structure is amphi pn 1 1 1 r with all the polar 
moieties on the convex side ol the bent h<ilix Helixes are bent at HyplO 
from .apprx.30" to .apprx .45° ' in the ditterent crystal 

forms. In all crystal forms, the peptide helixes aggregate in a similar 
fashion to form water channels that are interrupted by hydrogen bonds 
between KtilOClnll) and OA (Hypio) ot adjacont helixes The 
Glnll side chain is lolded in an unusual tashioti it. order to close the 
channel. Space is available tor an extended conformation for Glnll, in 
. which case the channel would be open, suggesting a gating mechanism for 
cation transport. Structural details are presented for one crystal form 



derived from methanol/water solution; C8SH140N18022 . 10H2O, space group P21, 

a - 23.068 A, b - 9.162 A, C = 26.727 A, (* « 108.69 

A. PAGE 1-C 

IT 135995-68-S, Zervamicin Z-L 
RL : BIOL (Biological study) 

(helical conformation and crystal structure of, as cation channel of 
Emericel lopsis salmosynnemata membrane, gating mechanism in relation 
to) 

RN 135995-68-5 CAPLUS 

CN L-Prol inamide, N-acetyl-L-leucyl-L-i soleucyl - L-glutaminyl -D- isovalyl - L- 

iaoleucyl - L- 1 hreonyl - 2 -methy lalanyl - L- leucyl - 2 -methylalany 1 - (4R> -4-hydroxy- 

L-prolyl -L-giutaminyl - 2 -methylalany 1 - (4R) - 4 - hydroxy- L- prolyl - 2 - 

methyla 1 any! -N- t ( IS) - 1 - (hydroxymethy 1 ) - 2 - phenyl ethyl ) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. , Pn 



NHAc Me 
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AB Thirty-seven compds 
bi -recepi 

improve antagonist 



CAPLUS COPYRIGHT 2 00 7 ACS on STN 
1991:506296 CAPLUS 
115: 106296 

structure -activity studies ot" bradykinin and related 
peptides: B2- receptor antagonists 
Rhaleb, Nour Eddine; Telemaque, Sabine; Rouisai, 
Noureddine,- Dion, Stephane. Jukic. Daniela,- Drapeau. 
Guy,- Regol i , . Domenico 

Med. Sch., Univ. sherbrooke. Sherbrooke, QC. J1H SUA, 
Hypertension (19911 , 17(1). 107-15 

CODEN : HPRTDN; ISSN- 0194-S11X 
Journal 
Engl ish 

were tested as antagonists ot kinin B2- and 
ntify the chemical changes required to obt.ain antagonism, 
affinity, and eliminate residual agonistic activities. 
Apparent affinity of antagonists was evaluated in terms of pA2 on the 
rabbit jugular vein, the dog carotid and renal arteries, the hamster 
urinary bladder, the guinea pig ileum, the rat vas deferens, the guinea 
pig trachea, and the rabbit aorta, using bradykinin and desAr q9-bradykimn 
as B2- and Bl- receptor activators, re3p Replacement of Pro7 of 
bradykinin with D-phe led to antagon i sm , substitution oi Pros by Hyp and 
extension of the peptide chain at: the N- terminal with a D-Aig residue 
improved the affinity of antagonists,- acetylatioit ot N terminal amine 
function reduced residual agonistic activity. These changes, combined 
with the replacement of Phe8 by Lou, as in Ac -D- Arg (Hyp? , D- Phe7 , Leu 8] - 
bradykinin, led to potent full B2-receptot antagonists Affinity of 
antagonists diflered markedly between highly sensitive (rabbit jugular 
vein and dog carotid and renal artery), moderately sensitive (hamster 
urinary bladder, guinea pig ileum, and rat vas deferens), and insensitive 
prepns . (the guinea pig trachea) in which antagonists acted as potent 
Stimulants. High concns . of antagonists blocked bradykinin completely in 
the rabbit jugular vein but not in the guinea pig ileum, suggesting that 
kinins stimulate the moderately sensitive tissues by 2 mechanisms, only 1 
of which is blocked by antagonists. Apparently, kinins act on various 
B2-receptor subtypes or by different action mechanisms. 

IT 127634-27-9 

RL: BIOL (Biological study) 

(bradykinin receptor response to, structure in relation to) 
RN 127634-27-9 CAPLUS 

CN L-Arginine, L-arginyl -L-prolyl - L- pro) y ig ! ycy! - L- phenyl a 1 any 1 -L-seryl-D- 
phenylalanyl- <4R) -4 -hydroxy- [.-prolyl - (9C1) (ca index name) 

Absolute stereochemistry. 
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AB The three 
conatituer 



larc- Kohda, Daisuke,- Tate, Shinichi; 
Yuchio,- Abe, Teruo,- Satake, Mei; Inagaki, 



CAPLUS COPYRIGHT 200 7 ACS on STN 
1991:444472 CAPLUS 
115 :44472 

Tertiary structure of conotoxin QUIA in aqueous 

Lancelin, 
Yanagawa, 
Fuyuhiko 

Dep. Mol . Physiol., Tokyo Metrop. Inst. Med, Sci . . 
Tokyo, 113, Japan 

Biochemistry (1991), 30(28), 6908-16 
CODEN: BICHAW,- ISSN: 0006-2960 

English 

ensional structure of conotoxin GIUA, an important 

f the venom from the marine hunting snail Conus geographus 



L. , was determined in aqueous solution by 2 -dimensional proton NMR and 
simulated 

annealing based methods. On the basis of 162 assigned nuclear Overhauser 
effect (NOE) connectivities obtained at the medium field strength 
frequency ot 400 MHz, 74 final distance constraints of sequential and 
tertiary ones were derived and used together with ib torsion angle .vphi., 
xl) constraints and 9 distance constraints derived from disulfide 
bridges. A total of 32 converged structures were obtained from 200 runs 
of calcns. The atomic root -mean- square (RMS) difference about the mean 
coordinate positions (excluding the terminal residues 1 and 22) is 0.8 
A for backbone atoms (N, Ca. C) . Conotoxin GIIIA is 

characterized by a particular folding of the 22 amino acid peptide chain, 
which is stabilized by three disulfide bridges arranged in cage at the 
center of a discoidal structures of approx. 20 A diameter The seven 
cationic side chains of lysine and arginine residues project radially into 



the solvent and form potential sites of intet action with the skeletal 
muscle sodium channel for which the toxin is a strong inhibitor. The 
present results provide a mol. basis to elucidate the remarkable physio 1 . 
properties of this neurotoxin. 
IT 86394-16-3, Geographutoxin I (reduced) 
RL: PRP (Properties) 

(tertiary structure of. of Conus geographus) 

RN 86394-16-3 CAPLUS 

CN u-Conotoxin g IIIA (reduced) (9Ci) ica INDEX NAME } 
Absolute stereochemistry. 
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IT B6394 - 16-3, Geogra phutox i ii I (reduced^ 86.114-29 1, 

Geogrnphutoxin ri (reduced) 

RL: BIOL (Biological study) 

(sodium channel blocking by. mol strumirr in idlaiiGii to) 
HK 86394 - 16-3 CAPI.US 

CN n-Conotoxin g mia (reduced) (9CI ) (CA INDEX NAMKI 
Absolute stereochemistry. 
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A review with 
Conus geogr«phi 
peptide are di 
cell Iron that 



SSI CAPLUS COPYRIGHT 2 007 ACS on STN 
1991:423769 CAPLUS 
1 15: 23769 

Sodium channel blocker. Geographutoxin 
Nakamura, Hideshi; Sato. Kazuki 
Fac Sci . , Hokkaido Univ., Sapporo, 060, Japan 
Kagaku (Kyoto. Japan) (1991), 46(4), 288 

CODEN: KAKYAU; ISSN: 04 51-1964 

Journal,- General Review 
Japanese 

8 refs. on geographutoxin . one of the toxic peptides from 

The mol. structure and possible mol. mechanism of this 
scusaed to discriminate the Na channel of skeletal muscle 
of nerve cell. 
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RN 86414-29-1 CAPLUS 

CN u-Conotoxin G iiib (reduced) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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MAR PAT 115:9644 

Polyami do -peptides are manufactured by reaction of £2 reactants 
21 of which is a polyamide. an oligomeric polyamide, or a polyamide 
precursor and 21 of which is a peptide, an oligomer peptide, or a 
peptide precursor in the presence of RIO (R20) p (0) N3 (Rl - <un) subst i tuted 
phenyl,- R2 - alkyl. hnloalkyl, nitroalkyl, H, (non)metal cation, or Rl). 
Thus, ii mixture containing 2 g i:-aminocaproic acid, 2 mL MeJSO, 4 mL 
(PhO)2PON3. find 5 mL Et 3 N was kept at room temperature 24 h to give a solution 

of 

oligomer (1). Sep.. a mixt containing 500 mg L-alanylglycine, 1 mL Me2S0, 1 
mL < PhO) 2P (o) N3 . and 1.25 mL Et3N was kept at room temperature for 24 h to give 
a solution of another oligomer (II). Aliquots of I solution and II solution 

were 

mixed 150:50) at room temperature for 72 h to give a block copolymer with m.p. 
I75 0 , compared with 177-178 and 179° before and after 

quenching from the molten state for I after 72 h at room temperature in 
solution 

and no definite m.p. for II after 72 h at room temperature in solution 
IT 134364-36-6 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(oligomeric. reaction of. with oligomeric polyamides) 
RN 134364-36-6 CAPLUS 

CN L- Lysine, N2- IN- (H- [1- (N- (N- [ 1 - (N2 -L-alanyl - L- 1 ysy 1 ) -L- prolyl) -L-seryl] - L- 
tyrosyl) -trans-4 - hydroxy- L-prolyl ) -L-threonyl] -L-phenylalanyl] -, 
homopolymer <9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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Synthetic study on ieucinost at in 0 f ! 1 1 
Kuwata. shigeru; Nakanisht, Akihiro; Onda. 
Vamada. Takashi; Miyazawn, Tosmtumi 
Kac. sci . Konan unsv , Kobe. 65o. Japan 
Peptide chemistt> U9 r «i), 23:n. 109 12 
CODEN: PKCHDP, I'iiJN. 03 8B J6-*e 
Journal 
Engl ish 

A report from a symposium on the preparation ot N-(4-methyl 2 -hexenoyl) prol ine 
derivs. ( s , E) - EtCHMeCM ; chco- Pro- or (H « H . Met as leucinostatin D fragment 
models, starting from L-isoleucine and H-l. Pro OMe The purity of the 
methyl hexenoyl fragment was maintained in the homologation and Hofmann 
rearrangement reactions, as shown by 1H NMR and comparisons with natural 
materials . 

108426-9O-0P , Leucinostatin D 

RL: SPN (Synthetic preparation),- PREP ( Prepaj at ion ! 

( (methyl hexenoyl ) prol ine fragment ot , preparation and configuration of) 

108426-90-0 CAPLUS 



CN Leucinostatin D (9CI) (CA INDEX NAME) 



Mo O O Me O Me 0 

!l IM II i II 

Me2N" CH2 CH NH C - CH2 ~ CH2~ NH~ C~ C~ NH~ C~ C~ NH~ C 



i-Bu-CH- NH-C 



12 51 -CTXASA labeled a protein with a mol . mass ot i*0 Vna, 
the apparent mol . mans o! the sodium cnannel rins l>ibetln< 
suppressed by excess ot tet r ortoi.ox : n arid t> Cuno toxin 'JlflA 
IT 132035-35-9DP . i odi ne • 1 2 5 • la bo 1 ed 1320 1 1 - jb 9P 
RL: PREP (Preparation' 

(preparation and sodium channel binding by) 

RN 132035-35-9 CAPLUS 

CN M-Conotoxin G IIIA (reduced), N2- (4-a;:ido 2 - hydi oxybenzoy I ) 
INDEX NAME) 

Absolute stereochemistry. 
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Synthesis and characterization of an 
N-terminal-specific iodine-125 photoaf f inity 
derivative of M-conotoxin QUIA which binds to the 
voltage-dependent sodium channel 

Becker, Stefan,- Liebe, Reinhardt; Gordon, Robert D. 
Max-Planck-Inst. Biophys., Frankfurt/Main, D-6000, 
Germany 

FEUS Letters (1990) . 272(1-2), 152-4 
CODEN: FEBLAL; ISSN: 0014-5793 

Journal 
English 

An N-terminal. iodinatable photoaf f inity derivative of M-Conotoxin QUIA. 
4-azido-sal icylyl- M-Conotoxin GIIIA (CTXASA) , was synthesized by solid 
phase peptide synthesis. The binding of 12 51 - CTXASA to the voltage 
dependent sodium channel from electroplax of Electrophorus electricus was 
specific, as demonstrated by saturation binding expts. Using autoradiog.. 
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RN 132035-35-9 CAPLUS 

CN M-Conocoxin C, IIIA (reduced), N2 - (4 -azido- 2-hydroxybenzoyl > - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry . 
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Chemical- en zymic synthesis of emerimicin IV and III, 
membrane -active pentadecapeptide antibiotics 
Leplawy, Miroslaw T.; KocioleX. Karol ; Redlinski, Adam 
S.,- Slomczynska, urszula,- Zabrocki, Janus z, Dunbar. 
James B . , Jr..- Marshall, Garland R. 
Inst. Org. Chem. , Pol i tech., Lodz, P- 90- 924, Pol. 
Pept.: Chem., struct. Biol., Proc. Am. Pept . symp., 
nth {1990), Meeting Date 1989, 493-S. Editor(s): 
Rivier, Jean E . ,- Marshall, Garland R. ESCOM Sci . 
Pub.; Leiden, Neth. 
CODEN: 56XTA7 
document TYPE: Conference 
LANGUAGE: English 

AB A symposium report on the preparation of the title compds . by solution t ragment 
couplings. The final 6*9 segment coupling was performed with papain as 
the coupling catalyst. 

IT S2931-42-7P, Emerimicin III 52931-43-8P. Emerimicin IV 
R l : SPN (Synthetic preparation) PREP (Preparation) 

(preparation of. by solution fragment couplings, papain catalyst in) 

RN S293 1-42-7 CAPLUS 

CN Emerimicin III (9CI) (CA INDEX NAME) 
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Luminal responses Co bradykinin on che isolated canine 
tracheal epithelium: effects of bradykinin 
antagonists 

Rangachari, P. K . ,■ Donoff, B . ; Vavrek, R. J . ; Stewart, 
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Dep. Med., McMaster Univ., Hamilton, ON, Can. 
Regulatory Peptides (1990), 30(3), 221-30 
CODEN : REPPDY; ISSN: 0167-0115 
Journal 
English 

AB The ability of several B2 antagonists were tested on the responses Of the 

open-circuited isolated canine tracheal epithelium to the luminal addition of 

bradykinin <BK>. Lys-BK. and substance P (SP> . All 3 peptides produced 

bi phasic changes in transmural p.d., an initial decrease followed by an 

increase. The 82 antagonist D-ArgO |Hyp3 ,Thi5, 8. D-PHe7) BK (B 5630) 

reversioly inhibited both the dip and the rise with IC50 values of 2.01 

♦ 10-8 and 1.54 ♦ io-7 m, resp. The responses to sp were 

unaffected even with high concns. of the antagonist. Other antagonists 

tested lu-Wiel , 7,Thi5. 81 BK (b 4158). (D-Phe2,7]BK IB 4404), and 

(D-Phe7, Hyp 8 1 BK (B S092) were ineffective. 

IT 127634-27-9 . B 5092 

RL; biol (Biological study) 

(bradykinin effect on trachea epithelium elec. activity in presence of) 

RN 127634-27 9 CAPLUS 

CN L-Arginine, I, - a rginy 1 - L- prolyl - L-prolylg 1 ycyl - L- phenyla lanyl -L-seryl - D- 
phenylalanyl 14 R ) - 4 - hydroxy- L- prolyl - 19CI) <CA INDEX NAME) 

Absolute stereochemistry. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 



DOCUMENT TYPE: 



1991:7175 CAPLUS 
114 :717b 

Synthetic stuoy on leucinosiai in 0 

Kuwata, Shigeru, Onria. Norihiio; Kumano, Yoshiyaau,- 

Yamada, Takashi ; Miyazawa. Toshitumi 

Fac. 3ci . , Konan Univ., Kobe, 6iB, Japan 

Peptide Chemistry O990), Volume Dale 1989, J7th, 

221-6 

CODEN: PECHDP; ISSN: 0388 3698 

Journal 
Engli sh 



L-threo-HyLeu-Aib - L- Leu - L- Leu- Aib 
Aib- ?-Ala-NHCHMeCH 2 NMe- 



A symposium report on a study of the synthesis of leucinoatat in D (I, 
HyLeu - 3 - hydroxy 1 euci ne ) . DL-threo- 3 - Hydroxy leucine was resolved and 
(S) -H2NCHMecH2NMe2, (s , e) -MeCH2CHMecn : chco2H , and c-certninal peptide 
fragments were prepared 
108426-90-0, Leucinostatin D 

RL: RCT (Reiictanc) ■• RACT {Reactant or reagent) 
(synthetic studies on) 

108426-90-0 CAPLUS 

Leucinostat \ n D (9CI) (CA INDEX NAME) 
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CODEN: PECHDP; 

Journal 
English 



ISSN: 038a 



H-Arg-Asp-Cys -Cys -Tht - Hyp- Hyp- Ar 9 
Lys • Cys - Lys - Asp- Arg - Cys Lys-Hyp 
Met -Lys -Cys -Cys -Ala -NH 2 



A symposium report on the synthesis 01 ti-conotoxin Glib with a sequence 
of peptide I. Synthetic n-conotoxin GIIIB had a disulfide structure 
, identical with that ot the natural pioduct,- the location 01 the disulfide 
bonds in now being determined 
86414-29-1P, jt-ConoLoxin GIIIB 

RL: SPN (Synthetic preparation); PREP ( Preparation) 

(total synthesis of) 
864 14-29-1 CAPLUS 

u-Conotoxin G IIIB (reduced) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Synthetic study Of n-conocoxin 

Kubo, Shigeru; Kuroda, Hisaya.- Chino, Naoyoshi ; 
watanabe, Takushi X.,- Kimura, Terutoshi; Sakakibara, 
Shumpei 

Protein Res. Found., Pept . Inst. Inc., Minoh, 562, 
Japan 

Peptide Chemistry (1990), Volume Date 1989. 27th, 
257-62 
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Lys-Cya ■ Lys- Asp- Arg Gln-Cys-Lya 

Hyp Gin ArgCya-Cys Ala NH 2 r 

H Arg Asp- Cys -Cys- Thr Hyp Hyp Arg 
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AS A symposium report on the synthoaia of geographut ox i n (UTX) I and JI with 
linear sequences 1 and II, reap. Seven GTX-1 analogs were also prepared 
Linear peptides were prepared by the solid phase method on a 
methylbenzylhydrlamine resin. 

IT 86394-16-3P, Geog raphutox i n 1 (reduced? 36414 29-1P 
RL: spn (Synthetic preparation); PREP (Preparation) 
(total synthesis ot ) 

RN 86394- 1(3-3 CAPLUS 

CN u-Conotoxin 0 IIIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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Development of bradykinin antagonists: 
structure-activity relationships for new categories of 
antagonist sequences 

vavrek, Raymond J.,- Stewart, John M. 
Med. Sch., univ. Colorado, Denver, CO, 80262, USA 
Advances in Experimental Medicine and Biology (1989) , 
247B(Kinins 5, Pt . B) , 395-400 
CODEN: AEMBAP; ISSN: 0065-2598 

Engl ish 

AB Bradykinin analogs were examined with regard to agoniBt or antagonist 
activities in several tests of the biol . activity of bradykinin, and 
structure -act ivity relations were discussed. The analogs involved 
exchanges, addns . , and (or) deletions of amino acid moieties in the peptide 
structure, and bradykinin antagonist activity was exhibited by a broad 
range of representative peptides. 

IT 127634-27-9 130598-36-6 130598-37-7 
130598-38- 8 

RL : BAC (Biological activity or effector, except adverse) ; Bsu (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 
(biol. activity of, structure in relation to) 

RN 127634-27-9 CAPLUS 

CN L-Arginine, L-arginyl - L-prolyl - L-prolylglycyl • L- phenylal anyl - L- Beryl -D- 
phenylalanyl- (4R) -4 -hydroxy- L-prolyl - (9CI) ICA INDEX NAME) 

Absolute stereochemistry. 



s- s (CH 2 )3 



Ph V 



RN 130598-36-6 CAPLUS 

CN Bradykinin, N2 - D-argi nyl - 7 - d- phenylal an i ne 8- (t tans - 4 - hydroxy L-proline) - 
(9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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NH 



Ph V . 



RN 130598-37-7 CAPLUS 

CN Bradykinin. 3 - (trans- 4 - hydroxy- L-prol ine) -7 -D-phenylalanine - 8- (trans -4 - 
hydroxy- L-prol ine) • Oci) (ca index name) 

Absolute stereochemistry 
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RN 130598- 38- B CAPLUS 

CN Bradykinin, N2- D-argi nyl -3- (trans -4 -hydroxy- L-prol ine) -7-D-phenylalanine-8- 
(trans-4 - hydroxy- L-prol ine ) - (9CI1 (CA INDEX NAME) 

Absolute stereochemistry. 
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selective alkaline protease catalyzed nydrolysis of 
peptide ester a 

Chen, Shui Tein; Chang. Chung Ho; Lin. Johnson; Wang. 
Kung Ts>ing 

crad. Inst. Biocnem sci , Natl Taiwan Univ., Taipei. 
Taiwan 

Journal ot the Chinese Chemical Society (Taipei, 
Taiwan) (1990), 37(3), 295 3GS 
CODEN: JCCTAC; ISSN- 000 9 4 53 6 
Journal 
English 

procedures for preparing c-torroinal tree peptides iron, hydrolysis of the 
corresponding Me or benzyl esters catalyzed by alkaline protease has been 
developed. N-protected peptides having side-chain ester protecting groups 
or successive hydrophobic amino acid residues in its sequence are 
hydrolyzed selectively at the C- terminal only, and other bonds (P and 
y-ester or peptide bonds) are left intact Compds . which cause side 
reactions in base-mediated saponification could be nydrolyzed safely by this 
procedure. Products of this hydrolysis are uaetul intermediates for 
fragment couplings in solid phase peptide synthesis. 
130240-47-0 

RL: RCT (Reactant).- RACT (Reuctant oi reagent) 

(hydrolysis ot. in the presence oi alcalase. protected C-terminal free 
peptide from) 

130240-47-0 CAPLUS 

L-Orni thine, N2- [4 - hydroxy- 1 - [N2- I ( (4 ■ methoxypheny 1 ) mcthoxy ) carbonyl) -N5- 



limine 1 [ (4 • met hy lpheny 1 > su 1 fonyl ] ami no) methyl ) -L-ornithyl] -L- prolyl ) -N5- 
[imino) f (4 roethylphenyl > sul fonyl] amino] methyl 1 - . phenylmethyl ester (9CI) 
<CA INDEX NAME) 



Me 




HO 

PAGE 1-B 



PAGE 1-B 



PREP {Preparation) 
tive hydrolysis of peptide ester) 



IT 130240-68-SP 

RL: SPN (Synthetic preparatio 
(preparation of, by select 

RN 13 024 0 -6S -5 CAPLUS 

CN L-orni thine, N2- [4 - hydroxy- 1 - IN2- 1 [ (4 -methoxyphenyl 1 methoxy) carbonyl ) -N5- 
1 imino t ( (4 methyl phenyl ) sul fonyl ) amino) methyl ) -L-ornithyl ) -L- prolyl ) -N5- 
timinoH (4 - methyl phenyl ) sul fonyl ] ami no) methyl ) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry . 
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Conotoxin GIIIA: selective inhibition of sodium-22 
influx via voltage dependent sodium channels in 
adrenal medullary cells 

wada, Akihiko; Uezono, Yasuhito; am La, Masahider 
Yanagawa, Yuchio. sar.iike, Mei .- fsumi, Futoshi 
Sch. Med., Univ. Occup. and Environ Health. 
K. itakyushu, 807, Japan 

Naunyn -Schmiedebe rg 1 ;i Archives at Pharmacology (1990), 

342(3), 323-7 

CODEN: NSAPCC' ISSN- 0023-129H 

Journal 
English 

In bovine adrenal medullary cells, c conotoxin GIIIA inhibited 
veratr i di ne- i nduced influx ot 22Na and 4SC« anti secretion ol 
catecholamines with 1C50 of 6 umol/l,, whereas saxitoxin suppressed 
veratridi ne-i nduced responses with an irsO ot 6 3 nmol/I,. t 3H) sax! toxin 
binding to the cells was inhibited b> unlabeled daxitoxm with an IC50 of 
5.1 nmol/L, but was slightly reduced by 10 junol/1, conotoxin GIIIA. 
Conotoxin GIIIAm at 10 nmol/L, did not alter ca rhacho! • i nduced influx 



DOCUMENT TYPE 
LANGUAGE : 



of 22Na and i 5Ca and secretion of catecholamines as well as high K- induced 
45Ca influx and catecholamine secretion. These results indicate that 
conotoxin giiia, at concns . 950 fold higher than saxitoxin, inhibits Na 
influx via voltage-dependent Na channels, but has no effect on the 
nicotinic receptor- ion channel complex or the voltage -dependent Ca 
channels. Conotoxin giiia seems to bind at the sites which are distinct 
from saxitoxin, but are functionally linked to the voltage-dependent Na 
channels. Conotoxins may be useful for the classification of Na channels 
in excitable cell membranes. 
IT 86394-16-3. n-Conotoxin GIIIA 

RL. BAC (Biological activity or effector, except adverse); Bsu (Biological 
study, unclassified); BIOL (Biological study) 

(sodium channel of adrenal medulla response to) 

RN 86394-16-3 CAPLUS 

CN ji-Conotoxin G IIIA (reduced) <9CI> (CA INDEX NAME) 
Absolute stereochemistry. 
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Preparation ot polymers containing 
dihydroxyphenylalaniue and their adhesiveness 
Benedict, Christine V , Cnaturvedi. Nishith 
Hi o- Polymers, I nc: , USA 
U.S. , 15 pp. 
CODEN: USXXAM 

Patent 
Bug 1 i s h 



PATENT MO. 

US 490840-1 

FI 6503854 

AU 8940014 

AU 618634 

EP 359996 

EP 359996 

EP 359996 



AT, BE, CH. DE, 



AT 10-5318 

DK B90410S 

MO B903350 

NO 175006 

NO 175006 

CN 1042162 

JP 02191629 
PRIORITY APPLN. T 



AB Amino group- conta i ning polymers, e.g., 



DATE 

19900313 
19900223 
19900222 
19920109 
19900326 
19910807 
19940413 
, GB. IT, LI, 
19940415 
19900223 
19900223 
19940509 
19940817 
19900516 
19900727 



APPLICATION NO. 

US 1988-234896 
FI 1989-3854 
AU 1989-40014 

EP 1989-115132 



LU. NL, SE 
AT 19B9-11S132 
DK 1989-410B 
NO 1989-3350 



CN 1969-107587 
JP 1969-215889 
US 1988-234896 
EP 1989-115132 
polyallylamin 



19880822 
19890816 
19890817 



19890817 
19890821 
19890821 



19890821 
19890B22 
19880822 
19890817 
were reacted with 



3, 4-dihydroxyphenylalanine (DOPA) or peptides containing DOPA to give polymers 
of high mol. wts. (30.000 to 50,000) with good bioadhesiveness . 
tert - Bucoxycarbony 1 -DOPA reacted with polya 1 ly lamine- HC1 in THF containing 
N- hydroxysuccinimide and dicyclohexyl carbodi imide to give, after dialysis 
and lyophi 1 i zation, a DOPA- conta i ning polymer (I) with a mol, weight of 70,000. 
In a tost using bioadhesive polyphenolic protein on alumina toil 
adhesiveness of I was 84 gm/cm2/ug protein vs , 74 gm/cm2/u.g protein 
for polyal lylamine . 
IT 129987-33 - 3DP , reaction products with amino- conta ini ng polymers 
130014-43-6DP , reaction products with amino- conta ining polymers 
RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of. as bioadhesive) 
RN 129987-33-3 CAPLUS 

CN L-Serine, N- [N2- (trans - 4 - hydroxy- 1 - (3 -hydroxy- L-tyrosyl ) -L-prolyl) - L- 
lyayll- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 130014-43-6 CAPLUS 

CN L-Lysine. L-alanyl -L- lysyl -L-prolyl -L-seryl -L-tyrosyl - (4R> -4 -hydroxy- L- 
prolyl -L-threonyl-3-hydroxy-L-tyrosyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



S <CK 2 »4 



(CH2) 4 3 CO Z H 
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Synthetic study on luucinostai in D 
Kuwata, Shigeru; Ynmada . Takadhi 
Fac. Sci , . Konan Unjv.. K.aoe, 6se, Japan 
Proc. Akabori Coni . : Ger.-Jpn. Syrop Pept . Chen. 
(1989). 41-4. Editor(s): rtuonsch. Erich. 
Max-Planck-Inst . Diochem. Martin 
C0DEN: 5 6UQAH 
Conference 



Fed . Rep. Oer . 



DOCUMENT TYPE: 
LANGUAGE: English 
AB A conference report. 
IT 108426-90-0P, Leucinostat in D 

RL: SPN (Synthetic preparation). PREP (Preparation) 
(preparation of) 

RN 10B426-90-0 CAPLUS 

CN Leucinostatin D (9C1) (CA INDEX NAME) 



Me O O Me O Me C 
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Development of MDL 2B,05d, a small stable antithrombin 
agent based on a functional domain of the leech 
protein, hirudin 

Krstenansky, John L. ,• Broersma, Robert J.; Owen, 
Thomas J . ; Payne, Marguerite H . ; Yates, Mark T.,- Mao, 
Simon J. T. 

Merreil Dow Res. Inst., Cincinnati, OH. 45215, USA 
Thrombosis and Haemostasia (1990). 63(2), 20B-14 

CODEN: THHAD0; ISSN: 0340-6245 
DOCUMENT TYPE; Journal 
LANGUAGE: English 

AB MDL 28.050 is a decapeptide antithrombin agent that inhibits 
u-thrombin induced fibrin clot formation by binding to a 
non-catalytic site on "-thrombin. It was prepared by chemical and 
structural optimization of a functional domain of the leech anticoagulant 
hirudin. Despite polyanionic nature of this C-terminal functional domain 
governing its interaction with u-thrombin, systematic study of thiB 
region has shown the importance of the lipophilic residues for providing 
the functionality necessary for potent binding to u-thrombin. The 
development of MDL 26,050 and other effective antithrombin agents are 
outlined tnrough the description of the structure-activity relationships 
for these peptides. The peptides are effective in in vitro and in vivo 
models ot thrombosis. 

IT 117S17-75-6 

RL: BIOL (Biological study) 

(antithrombin activity of hirudin-derived, structure in relation to) 

RN 117S17-75-6 CAPLUS 

CN L-Glutamine. N2 - IN- (N- IN- [N- 1 1 - IN- [N- [N- (N- (N-glycyl - L- (i -aspartyl > - L- 
phenylalanyl ) -L- u-glutamyl ] - L- u-gl utamy 1) -L- isoleucy 1 ) -trans -4 - 
hydroxy- L-prolyl) -L- ti-glutamyl] - L- u -glutamyl ] -L-tyrosyl] -L- 
leucyll- (sci) (CA INDEX NAME) 

•Absolute stereochemistry. 



H02C 
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Simple synthesis of cis-4-hydroxy-L-prol ine and 
derivatives suitable for use as intermediates in 
peptide synthesis 

Papaioannou, Dionissios,- Stavropoulos , George, 

Karagiannis, K03tas.- Francis, George W.,- Brekke, 

Trond; Aksnes, Dagfinn W. 

Dep. Chem., Univ. Patras. Patras. Greece 

Acta Chemica Scandinavica (1990), 44<3>, 243-51 

CODEN: ACHSE7; ISSN: 09O4-213X 

Journal 

English 

CAS REACT 113:153014 
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NH 



X K 



H 
N 

NH 2 

H 
M 

(CH2) 4 CPh 3 



L6 ANSWER 
ACCESSION NUMHER: 
DOCUMENT NUMBER: 
TITL-E: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 



OK 551 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
1990:532769 CAPLUS 
113 : 132769 

S-Deoxo-Abul , 1 le3 -amariinamide, an inactive anatoxin 
analog 

Zanotti. Oianearlo,- w: eland. The odor . D'Auria. 
Gabriel la; Paolillo, Livio.- Trivellone. Enrico 
Cent. Pharin, chem. Stud., Univ. 'La Sapienza*, Rone. 
Italy 

International Journal or Peptide S. Protein Research 
(19901. 35<3), 263-70 
CODEN : IJPPC3; ISSN. 03 67-83 77 
Journal 
English 

CASREACT 113.13 2769 



AB An intramol. Mitsunobu reaction in the presence of Ph3P-Et02CN:NC02Et 
resulted in the conversion of trans -4 -hydroxy-N- t r ityl - L-prol ine to 
bicyclic lactone I. I was a key intermediate in the synthesis of 
cis-4-hydroxy-L-proline and derivs. thereof. I was converted into the 
corresponding Me ester, amide, and hydroxy acid. Treatment of the 
lactone, ester and amide with 4-MeC6H4S03H led to detritylation and 
formation of the corresponding p- tol uenesul f onates . Saponification of I 

provided 

cis-4-hydroxy-N-trityl -L-proline, which was first benzylated and then 
elaborated to the l-hydroxybenzotriazolyl ester. This last ester and the 
3 Losy lutes prepared above were used for the incorporation of 
cis-4 -hydroxy-L-prol ine in the synthesis of model peptides. 

IT 129431-09-OP 

RL: SPN (Synthetic preparation) ,- PREP (Preparation) 
(preparation of) 

RN 129431-09-0 CAPLUS 

CN Glycinnmide, N. S-bis (t riphenyl methyl > -L-cysteinyl -cia-4 - (phenyl met hoxy) -L- 
prolyl -N6- (triphenylmethyl) -L-lysyl - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHMe 2 

CM - CO- NH -CH 

H2C 



CO - NH CH2 CO 



OC-CH NH-CO CH Nil — CO CH; NH 



The title compound I ( R ■ Me), an ama toxin analog containing 
L-u-aminobutyric acid instead O! L- asparag i ne in position 1, as in 
natural toad stool peptides, has been synthesized. I ( R • Me) does not 
inhibit the eukaryotic DNA-dependent KNA polymerase form n (or B) in 
concns. up to 10-4M. whereas 50* inhibition is exerted in 10-6M solution by 
the corresponding As n -analog I (K = C0NH2> The striking difference seems 
to be due to a relatively small variation of the conformation recognized 
by sensitive HMR spectroscopic methods. 

129274-08-4P 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyeloconriensat ion ot ) 
129274-08-4 CAPLUS 

L- isoleucine, 2 -mercapto- 1.- 1 ryptophyl q 1 ycy 1 l- r scl ency lu 1 vcyl - L-cysteinyl - 
(2S> -2-aminobutanoyl - <4R) -4 - hydroxy L- prolyl , cyclic ll-.&> 
thioether (9C1) (CA index name) 



Absolute stereochemistry. 



1 



X 



H 



^ C ° 2H 



IT 129274-07-3P 

RL: RCT (Reactant); spn (Synthetic preparation); PREP (Preparation),- RACT 
(Reactant or- reagent) 

(preparation and deblocking of) 
RN 129274-07-3 CAPLUS 

CN L- Isoleucine, N- [ (1- [ (1, l-dimethy let hoxy ) carbonyl] -1, 2, 3, 3a, 8, Ba - hexahydro- 
3a-hydroxypyrrolo [2 , 3 -b] indol -2-yl ) carbonyl ] glycyl - L- isoleucylglycyl - S- 
(triphenylmethyl ) - L-cysteinyl -L- 2 - aminobutanoyl -trans-4 - (1, 1- 
diroethylethoxy) -L-prolyl- . 1 , 1 -dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



t 



3^ 

Y 



J/1 , 



il 

-CPh3 O 

o' 

t-BuO 



IT 129274-09-5P 

RL: SPN (Synthetic preparation).- PREP (Preparation) 

(preparation and sequential hydrogenol ysis mid peptide coupling reaction of) 

RN 129274-09-5 CAPLUS 

CN L- Isoleucine, N- [ ( phenyl methoxy) car Irony 1 } - I. - 2 aminobutanoyl • trans-4- tl. 1- 
dimethylethoxy) - L-prolyl - , 1 ■ I -dimethyl ethyl estei I9CI» (CA INDEX NAME) 

Absolute stereochemistry. 



A 



Ph 0 "NH 

^' ^ ° O OBu-t 



A K 
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Yuichi 

Fac. Pharm. Set., Hokkaido Univ., Sapporo, Japan 
Kagaku [Kyoto, Japan) U990) , 45(2), 136-7 
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Journal; General Review 
Japanese 

A review with 12 rets, on the chemical synthesis or m conotoxins <0 IIIA 
and G IIIB), structure-activity relations of the venom peptides analyzed 
by 2-dimensional NMR, and ii-conotoxin derivs as the photoa f r ini ty 
labeling reagents for studying several ion channels. 
86394-16-3P, »i-Conotoxin GIIIA 864 14 -29 IP. 
u-conotoxin G IIIB 

RL: SPN (Synthetic preparation); PKEP (Preparation* 

(preparation and ion channel probe use and OSAR of) 

86394-16-3 CAPLUS « 



CN p-Conotoxin G IIIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



3 (CH2I3 



I j? jf I 

,r r „o W'^V 

e j o Q (ch 2 ) 4 ^ o 



NH HO 

0 SH O 



N - HN ^ ' ^ ..-^ \ „ 

HI (J 
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0 C0 2 H 




RN 864 1-1-29-1 CAPLUS 

CN u-conotoxin G 1 1 IB (reduced) (9C1) (CA INDEX NAME» 



Absolute stereochemistry. 



^iN|^ 0 \n_ ; 

0^ ^.NH HO 
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O (CH-14 
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O C0 2 H 
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AD The fungal polypept 
fractionated into s 



Krishna. K . ; Uu Kumar, M.i Bala ram. P 
Mol . Biophys. Unit, Indian Inst. Bei 
012. India 

Pure and Applied Chemistry (1990S, 62 CM, H 17-20 

CODEN • PACHAS; ISSN 0 0 3 j • 4 $•} b 

Journal 
English 

des zervami ci ns . annamoebins and efiapeptins were 
:ral polypeptide components by HP!,r A zervamicin 



fraction lacking tryptophan was character i 7td and shown to possess an 
N-terminal leucine rcsiduu, The conformations or zervami ci 11 IIA and a 
synthetic analog in solution are compared with tnoae determined for the related 
peptide, antinmoebin. The results are consistent with * completely 
helical structure for the apolar analog ot zervamicin in chloroform, with 
partial unfolding in DMSO. A similar conformation was determined for natural 
zervamicin XIH. A synthetic analog 01 etrapeptiu forms r» continuous helix 
in apolar solvents while, partial unfolding is seen in polar solvents. 
Natural zervamicin is an effective uncouple r of mitochondrial oxidative 
phosphorylation. Significant differences in membrane modifying activity 
are noted for the natural peptide and the synthetic apolar analog of 
zervamicin . 

IT 6434-7-37- 1, Antiamoebin I 79395-86- 1. Zervamicin 11A 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BIOL (Biological study) 

(structure and membrane modifying activity of> 

RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



V V v V 



A M : 
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HO-CH 2 0 
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Ph~CH2-CH- NH C 



79395-86-1 CAPLUS 

Li- Prol inarm tie, N-acetyl -L-tryptophyl -L- isoleucyl - L-glutami nyl - 2 - 
methyl a lanyl -l, - isoleucyl -L-threonyl - 2 -me thy lalany 1 - L- leucy 1 - 2 -methylalanyl - 
(4R) -4 - hydroxy- L- prolyl -L-glutaminyl-2-methylalanyl • (ir) -4 -hydroxy - L- 
prolyl-2-m«t.hylalanyl-N- [ (IS) -1- (hydroxymethyl ) - 2 - pheny lethyl ] - (9CI) (CA 

INDEX NAME) 
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AUTHOR(S): Hatanaka. Yasumaru,- Yoshida, Eiichi; Nakayama. 

Hicoshi/ Kanaoka. Yuichi 

Fac. Pharm. Sci . , Hokkaido Univ.. Sapporo, 060, Japan 
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CODEN: C PBTA L> ISSN: 0009-2363 
Journal 
English 

M-Conotoxin GIIIA, a 22 amino acid peptide paralytic toxin which 
inhibits the muscle voltage-activated sodium channels, was synthesized by 
a solid phase method. no purification of intermediates was necessary for the 
synthesis, and a simple air oxidation of the deprotected crude peptide gave 
the desired toxin. By all criteria applied, the synthetic material was 
indistinguishable from the authentic natural toxin. 
B6394-16-3P. Geographutoxi n I (reduced) 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, by solid-phase method) 
86394-16-3 CAPLUS 

M-Conotoxin G IIIA (reduced) (9ci) (ca index name) 



DOCUMENT TYPE: 



.C0 2 H 

O I O 

<CH 2 >4 O (CH 2 )3 

* NHj 



tm 2 0 <c "2>4 

N a '3 
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HN NH; 



O N 

H S 



Absolute stereochemistry. 



D"Phe"?-BK; and they can be distinguished tiy the act. ions ot the 
desensiti zation to BK analogs. The B3 receptor is characterized by rapid 
desensiti zation,- it causes contraction via prostaglandins and is activated 
by Phe2-D-Phe7-HypB-BK, and B 4404. The B4 receptor show* no 
tachyphylaxis, its action does not involve prostag landing and it is 
activated by Thi S . B -D- Phe7 - BK and B 657:. 

IT 127634-27-9. B 5092 

RL: BIOL. (Biological study! 

(esophagus longitudinal muscle tram opossum response to. other tissue 
responses comparison with) 

RN 127634-27-9 CAPLUS 

cn L-Arg inine, L-arginy)-L,-prolyl- L-prolyly lycyl -L phenyl a 1 «nyl • L-seryl-D- 
phenylalanyl - (4R) -4 - hydroxy-Li-prolyl - t9CI • fCA INDEX NAME I 

Absolute stereochemistry. 
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TITLE: Effect of bradykinin on opossum esophageal 

longitudinal smooth muscle: evidence for novel 
bradykinin receptors 

So ho, Joy K . ; Sengupta, J. N. ,- Goyal, Raj K. 
Harvard Dig. Ois. Cent., Charles A. Dana Rea . Inst., 

Boston, MA, USA 

SOURCE: Journal of Pharmacology and Experimental Therapeutics 

(1990). 252(3), 1012-20 
CODEN: JPETAB; ISSN: 0022-3 565 
Journal 
English 

AB Bradykinin ( BK) produced a concentrat ion -dependent contraction of the 
longitudinal but not the circular muscle of the opossum (Didelphis 
virginiano) esophagus. The pD2 value of BK on the longitudinal muscle was 
6.59 M. The maximal response of the longitudinal muscle to KB was 441 
compared to carbachol. The putative Bl agonist des-Arg9-BK produced 
contraction of longitudinal muscle but the putative Bl receptor antagonist 
des-Arg9- (Leua) -BK . The putative B2 antagonists D- Phe7- BK, 
Thi5, 8-D-P)je7-BK, and ArgO -Hyp3 -Thi 5.8- Phe7 - BK (B 6572) were found to be 
agonists in this tissue. The rank order of potency with respect to Emax 
obtained from cumulative concent rat i on- response curves was BK > 

This.s-D-Phe7-BK 

> B 6S72 > D-Phe7-BK, and pD2 values of these compds. were 6.58, 6.30, 
6.74, and 5.05 M, resp. The excitatory effect of BK and Thi 5 . 8- D- Phe7 - BK 
was not modified by tetrodotoxin (1 and 10 uM) , atropine (1 uM) , or 
indomethacin (1 and 10 uM) , but was inhibited by nifedipine (1 and 10 
uM) . Three putative tissue selective BK antagonists, D-Phe2.7-BK (B 
4404), D- Phe7-Hyp8-BK and Phe2 -D- Phe7 - BK also had an agonistic effect on 
longitudinal muscle. The rank order of potency of these 3 BK analogs with 
respect to Emax obtained from single concentration-response curves was BK > 
• Phe2-D-Phe7-BK > D- Phe7 -Hyp8-BK > B 4404, and pD2 values were 5.21, 5.37, 
and 5.29 M, resp. These analogs showed rapid desensit i zation and cross 
tachyphylaxis among themselves and against BK and D- Phe7 - BK but not 
Thi 5 . 8-D-Phe7-BK and B 6572. The excitatory effect of B 4404 was not 
antagonized by tetrodotoxin (1 >«M) and atropine (1 uM) , but was 
abolished by indomethacin (1 uM) . These results show that: BK produces 
contraction of the opossum esophageal longitudinal but not circular 
muscle; the effect of BK is mediated by activation of 2 distinct receptorB 
which are different from currently known Bl and B2 types and are named B3 
and B4; they are both present post functionally and are activated by BK and 



PA«E 1-A 



NH N y 

Jl . <CH 2 >3 S - ^> 



H 

O^v s " S (CH 2 )3 



i w 



ANSWER 4 29 OF 551 CAPLUS COPYRIGHT 2007 ACS oil STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



1990:210604 CAPLUS 
112 : 210604 

Dual inhibitory effects oi tnf- peptide antibiotics 
leucinostatins on oxidative phosphorylation in 
mitochondria 

Shi ma. Atsushi , Fukushima. Kazutaka, Arai . Tadashi ,• 
Terada. Hiroshi 

Fac. Pharm. «?ci . Univ Tokushima. Tokushima. 770, 
Japan 
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CODEN: CSFUDY; 0J86 ~l\<,*> 

Journa 1 
English 

AB The effects of the hydrophobic peptide antibiotics leucinostatins A and P. 



AUTHOR (S) : 
CORPORATE SOURCE : 
SOURCE : 



on the tunctions of rat liver mitochondria were examined At a concentration 
Of 240 

nM. these compds, completely inhibited state 3 respiration and ATPase 
activity that was stimulated by weakly acidic uncouplers. However, at 
higher conens . . they induced uncoupling, probably by their protonophor i c 
action. The uncoupling action was potentiated by known phosphoryl 
transfer inhibitors such as ventur icidin , DCCD and oligomycin. The 
binding site of leucinostatins ot lower conens. was suggested to be 
located at. or very close to that of venturicidin . The potencies of the 
two analogs ot leucinostat in were almost the same for all their actions. 
Their etiects were very similar to those of the peptide antibiotics 
A20668's, which have been used as leucinostatins without any chemical and 
biol . confirmation that they are in fact leucinostatins. Thus, 
leucinostatins are thought to be analogs of the A2066B's. 
IT 76600-38-9, Leucinostat in A 76663-52-0, Leucinostatin B 
RL: BIOL (Biological study) 

(oxidative phosphorylation in mitochondria inhibition by, mechanism of) 

RN 76600-38-9 CAPLUS 

cn Leucinostatin A <9CI> (CA INDEX NAME) 
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Photolabile n-conotoxins with a chromogenic 
phenyldiazirine . A novel probe for muscle-type Bodium 
channels 

Hatanaka, Yasumaru,- Yoshida. Eiichi; Nakayama, 
Hitoshi,- Abe, Teruo; Satake, Mei; Kanaoka. Yuichi 
Fac. Pharm. Sci . , Hokkaido Univ., Sapporo, 060, Japan 
FEDS Letters (1990), 260(1), 27-30 
CODEN : FEBLAL; ISSN: 0014-5793 
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LANGUAGE: English 

AB Three photoreactive derivs. of ji-conotoxin G IIIA were prepared as 

p'hotoaf f inity labeling reagents lor muscle- type Na channels. The reagents 

competitively inhibited the binding of snxitoxin to the eel Na channel 

with Ki values of 11-18 nM. The introduced chromogenic phenyldiazirine 

group on the toxin was photolyzed efficiently, and spectroscopic 

properties ot the reagents demonstrated that irradiation and detection can be 

performed in a spectral region where the absorptions due to most of biol. 

uiacromols. are negligible. 

IT 86394 - 1 6-3DP . Geographutoxin I (reduced), reaction products with 
I [nit rot <tri t luoromethyl) diazirinyl} ) phenoxy] acetic acid 
hydroxysuccinimide ester 12660S-78-5P 
RL: PREP (Preparation) 

(preparation and photonff inity labeling by, of muscle sodium channel) 

RN 863 94-16-3 CAPLUS 

CN M-Conotoxin (} IIIA (reduced) (9CI) <CA INDEX NAME) 
Absolute stereochemistry. 
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CN n-Conotoxin G IIIA (reduced), 8- (N6- ( [2-nitro-4 - [3- (tri f luoromethyl I -3H- 
diazirin-3-yl)phenoxy)acetyl) -L-lysine) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(M-conotoxin> 
Ohizumi, Yasuahi 
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Japan 

Seitai no Kagaku (1989), 40(4), 426-7 
CODEN: SEKAA6.- ISSN: 0370-9531 
Journal; General Review 
Japanese 

Afl A review, with 5 refs., of the structure, properties, and action mechanism 
of geographutoxin I and II as selective Na channel blockers in the 
skeletal muscle, as tools for studying Na channel subunits. 

IT 86394-16-3, Geographutoxin I (reduced) 86414-29-1 
RL : BIOL (Biological study) 

(as sodium channel blocker in muscle) 

RN 86394-16-3 CAPLUS 

CN M-Conotoxin G IIIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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CN M-conotoxm G II1B (reduced) (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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AUTHOR(S): Vertuani. G . ; Frtlcomor. C.s Boggian. M , ,• Pochetti, 



Cerrini, s. ; Ricci, M. ,• Rossi, C- Scatturin, Angelo 
Dep. Pharcn. Sci . , Univ. Ferrara. Ferrara, 4*100, Italy 
International Journal of Peptide & Protein Research 

(1989), 33 f3 } . 162-70 
CODEN: IJPPC3. ISSN: 03 67- B377 
DOCUMENT TYPE: Journal 
LANGUAGE : English 
OTHER SOURCE (S): CASREACT 112:56643 

AB The conformational behavior of the peptide antibiotic leucinostatin A has 
been studied in solvents of different polarity by CD and IR. 1R studies 
provided evidence of an i ntramolecu larly hydrogen-bonded structure in 
CDC13, while CD studies suggested a helical conformation in leucinoatat i n 
A in lipophilic solvents. The tetrapeptide Boc-Aib-Leu-Leu-Aib-OMe (Aib - 
aminoisobutyric acid, Boc - Me3C02C> , a fragment of leucinostatin A, was 
also studied both in solution and in solid state using x-ray diffraction. 
The crystal structure shows that the peptirie backbone folds into a 
right-handed 310-helical conformation stabilized by two intramol . 4 

1 hydrogen bonds. The spectroscopic anal, in solution is consistent 
with the conformation found in solid state. 

IT 76600-38-9. Leucinostat i n A 
RL: PRP (Properties) 

(conformation of, by CD and IR) 

RN 76600-3 8-9 CAPLUS 

cn Leucinostatin A Oci) (ca index name) 
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Preparation o( hydroxan 
tetrapepc ides as specil 
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Odake, Shinjiro; Okaynma, Toru: Obata. Mas ami; 
Morikawa. Taoanori ; Nagai, Yutaka 
Fuji Chemicals Industrial Co , Ltd , 
PCT Int. Appl . , 4 J pp 
CODEN: PIXXD2 
Patent 
Japanese 



ot vertebrate 



Japan 



PATENT NO. 



WO 8905B19 



KIND DATE 



W: US 

RW: DE. FR, GB , 
JP 01160997 
JP 2573006 
EP 345359 
EP 345359 

R: DE, FR, GH, 
US 5100B74 
PRIORITY APPLN . INFO. : 

OTHER SOURCE (S) : 



198906«!3 
199701 16 
19691213 
19970409 

19S203 U 



APPLICATION NO. 



WO l'iSS-JP1281 



JP I987*i j /ie4 



EP 1989-900653 



US 198'*-392931 
JP 19b7-3;7364 
WO 19B3 JP1281 



19890804 
19871217 
19861216 



MAR PAT 112:79>3 

Tetrapeptide N-hydroxyamidea X J - X 2 - X3 - X4 • NliOH [!; JC1 X4 = u -amino 
acid residue, where <« -amino group of XI may he iicylatetl with 
(un) subst ituted aliphatic or aromatic nydrocn rby 1 oxycarbony 1 or acyl} were 
prepared as specific inhibitors ot vertebrate collagenase Hydrogenolysis 
of Z-Gly-Pro-D-Leu-D-Ala-OMe in MeOH over \a\ Pd/C followed by amidation 
with p- (BslO)C6H4COCl (Bzl ■ PhCH2 in DMK yjtve ? t:ly-Pro D Leu-D-Ala-OMe 
10 ■ «p-BzlC0)C6H6C01 which was condensed with NH20H in MeOH to give, 
after hydrogenolysis in MeOH over 10\ Pd/c. p -HOC6H4CO Gly Pro-D-Leu-D-Ala- 

NHOH (II) . 
124169-20-6P 

RL: SPN (Syntlietic preparation) ,- PREP (Preparation) 

(preparation of, as intermediate for tri peptide hydroxyamide collagenase 
inhibitor) 

124169-20-6 CAPLUS 

Glycinamide, N ■ | ( 1 , 1 - d ime thy let hoxy) car bony 1 1 Hi ycyl ■ tr ans-4 - hydroxy-L- 



prolyl -L- leucyl-N- (phenyl me thoxy) - OCI ) (CA INDEX NAME) 
Absolute stereochemistry. 




IT 124168-72-SP 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as selective inhibitor of vertebrate collagenase) 

RN 124168-72-5 CAPLUS 

CN Glycinamide, N- [ (1, 1-dimethylethoxy) carbonyl ] glycyl - trans -4 -hydroxy-L- 
prolyl -L- leucyl-N- hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB A report t rocn 



studies of synthetic leucinostatin 



tuani 



SCflttU 



Boggian, 



Pochetti . 



Ferrara, Ferrara, 44 100. Italy 
174 (Forum Pept., 2nd, 1988), 
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Con format ioi 
fragments 
Fal comer, c 
Cerrini, S. 
Dip. Sci . F 

Colloque INSERM (1989), 
383-6 

CODEN: CINMDE; ISSN: 0768-3 154 
Journal 
English 

urn on peptides. The effect of chain length and amino 
acid sequence on the leucinostatin A conformation has been investigated by 
synthesis and conformational studies on some fragments of this peptide 
antibiotic. The IR absorption and the nmr results are consistent with the 
presence in the fragments of an intramol. H-bonded structure (p-bend 
or 310-helix) . 

76600-38-9. Leucinostatin A 

RL: RCT {Reactant), RACT (Reactant or reagent) 
(conformation of synthetic fragments of) 

76600-38-9 CAPLUS 

Leucinostatin A (SCI) (CA INDEX NAME) 
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Synthesis and characterization or ^ conotoxin Ilia 
Becker, Stefan,- Atherton, Eric, Gordon, Robert D. 
Max- Planck- Inst Biophys , Ft ankr'un 'Mai n. D-6000/70, 
Fed. Rep. Ger 

SOURCE: European Journal of Biochemistry (1969), 185(1). 79-84 

CODEN: EJBCAI; ISSN: 00 14-2956 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB u-Conotoxin n la, a vol tage- dependent Na cnannel neurotoxin, was 
synthesized using solid-phase peptide synthesis employing 
9- f luorenylmethoxycarbonyl chemical After cleavage trom the resin, the 
peptide was isolated by reverse-phase HPLC drid then the 6 acetamidoaethyl 
groups were removed by treatment with Hg<AcO)2. The reduced product so 



tormed was purified by reverse-phase HPLC Protocols were developed to 
optimize the oxidation of the cysteine residues to form disulfide bonds. 
Protocols employed using air oxidation together with 2 -mercaptoethanol were 
the most eftective. As complete oxidation was never obtained, the oxidized 
peptide was purified by reverse-phase HPLC. The activity of the products 
was monitored usiny |3H ] saxi toxi n binding to eel membranes. The oxidized 
product was able to completely block ( 3H] saxitoxin binding in a 
competitive manner. Lineweaver- Burke anal, of ( 3H ) saxitoxin binding gave 
a ki of 1.5 nM. IC50 was determined as 26.6 nM. It was also shown that the 
pure synthetic u-conotoxin Ilia had the same retention time on 
reverse -phase HPLC as the natural conotoxin Ilia. Thus, an active toxin 
was synthesized that can be used to probe Na channels. 

IT 86394-16-3P, u-ConotOxin GIIIA 

RL; prp (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(preparation and characterization of) 

RN 86394 -16-3 CAPLUS 

CN M-Conotoxin G I1IA (reduced) <9d> (CA INDEX NAME) 
Absolute stereochemistry. 
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Serine protease nmibitors, their preparation, i 
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Glover. Ueorge Iivin, Mcwhetter, rhrtrles Allan/ 

Schasteen. Charles SLeveii 

Monsanto Co. . USA 

Eur . PaL Appl . , .0 pp 

CODEN EPXXDW 

patent 
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PATENT NO. 

EP 2520S7 
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KIND DATE 
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APPLICATION NO. 



EP 1987-870078 



i, IT, LI, LU, NL, 

US 1987-45833 

JP 1987-144997 

CA 1987-S3937S 

AT 1987-870078 

ES 1987-870078 

US 1986-873014 

US 1987-45833 
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19870610 
19870610 
19860611 
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AB Synthetic serine protease inhibitors Arg-val -Cys- Pro-X-Tle-Leu-Met -Lys-Cys- 
Lys-Lys-Aap- Ser- Asp-Cys - Leu - Ala -Glu-Cys - Val -Cys - Leu-Glu -Hi s -Qly-Tyr -Cys- 
Gly and homologous variations thereof (X = amino acid imparting inhibitory 
activity towards target serine proteases) are disclosed. Methods and 
compns. useful for treating conditions caused by unwanted serine protease 
activity are also disclosed. Peptides were prepared by solid-phase 
synthesis and assayed for activity towards trypsin, elastase, cathepsin O, 
• and chymotrypsin. Peptide 8, rvcpvilmkckkdsdclaecvclehgycg, inhibited 
elastase >50* at an inhibi tor : protease ratio of 10:1-50:1. 

IT 120871-20-7 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BIOL (Biological study) 
(serine protease inhibitor) 
RN 120871-20 7 CAPLUS 

CN Trypsin inhibitor in (Cucurbita maxima seed reduced), 

4- (trana-4 - hydroxy- L-prol ine) -5-L-valine- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Use of geographutoxin II (u-conotoxin) for the 
study of neuromuscular transmission in mouse 
Hong, S. J.; Chang, C. C. 

Coll. Med., Natl. Taiwan Univ., Taipei, Taiwan 
British Journal of Pharmacology (1989), 97(3), 934-40 

CODEN: BJPCBM; ISSN: 0007-11BB 
Journal 
English 

Endplate potentials le.p.ps) were investigated in the presence of 
geographutoxin II (GTXII) in the mouse phrenic nerve diaphragm preparation 
This toxin preferentially blocks muscle Na» channels which allows the 
study of e.p.ps in the absence of nicotinic receptor antagonists or 
substances to depress acetylcholine release, GTXII abolished muscle 
action potentials and antagonized the depolarization of the muscle 
membrane produced by the crotamine- induced opening of Na» channels. 
E.p.ps as large as 19-25 mV were observed after 2-4 ng/mL OTXII. These 
conens . ot GTXII did not cause discernible changes of resting membrane 
potential rind frequency and amplitude of miniature e.p.ps. Lower conens. 
(1-2 u.g/mL) of GTXII caused incomplete blockade of the muscle Na« 
channel resulting in exaggerated e.p.ps, while higher conens. of GTXII (a 
ug/mL> abolished e.p.ps by a prejunctional effect. Trains of e.p.ps on 
repetitive stimulation after GTXII neither ran down, as in 
tubocurarine- treated prepns., nor facilitated, as in low Ca2« and/or high 
Mg2. -treated prepns., and were indistinguishable from those of untreated 
cut muscle preparation In cut muscle prepns., GTXII did not affect the rise 
and decay times, amplitude, or rundown of e.p.ps Thus, GTXII is a useful 
agent tor studying neuromuscular transmission. This method provides 
e.p.ps which are neither attenuated nor modified because manipulations 
that alter transmitter release and postjunctional receptor responses are 
avoided . 
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RL: BIOL (Biological study) 

(neuromuscular transmission response to) 
RN 864 14-29-3 CAPLUS 

CN M-Conotoxin G IIIB (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Evaluation of the mutagenic activity of 
leucinostatins, a novel class of antibiotic peptides 
produced by Paecilomyces marquandii, in the mold 
Aspergillus nidulans 

Crebelli, R . ,- Carere, A.,- Conti, G . ; Conti. L. Rossi, 
C.,- Tuttobello, L. 

1st. Super, sanita, Rome, 00161, Italy 
Microbiologica (1988), 11(4), 299-305 

CODEN: MIBLDR; ISSN: 0391-5352 

Journal 
English 

i, c, D, E, G, H, and K were thoroughly investigated for 
:ivity using A. nidulans as the test organism, The 



results ol assays for gene mutation (8 - azaguanine resistance and 
methionine suppressors) , gene conversion, mitotic crossing-over and 
mitotic aneuploidy induction suggest that these peptide antibiotics lack 
significant mutagenicity and that nongenotoxic mechanism (s) underlie their 
cytotoxic properties. 

76600-38-9. Leucinostat in A 76663-52-0, Leucinostat 
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specifically blocks Na channels in muscle, was sytit hea i zed by a 

sol id -phase method. The 3 Ss? bridges were formed by air oxidation After 

HPLC purification, the synthetic product -as identical with the native 

conotoxin GIIIA from C, geographus. A hitjh-speci i ic -<ici i vity. 

1251 -labeled derivative of u-conotoxin was prepared and used for binding 

assays to the Na channel from Elect lophorus elec. organ. Specific binding 

could be abolished by competition with tetrodotoxin . The radiolabeled 

toxin was specifically crosslinked to the Na channel. Thus, 

u-conotoxin GIIIA can be used to define the guanidinium toxin binding 

site and will be a useful ligand lor understanding functionally important 

differences between Na channel subtypes 

IT a6394-J6-3P, u-conotoxin GIIIA 
rl : prep (Preparation) 

(preparation and radioiodinat ion and receptors characterization of) 

RN 863 94-16-3 CAPLUS 

CN u-conotoxin G uiA (reduced) <9Ci) (ca index NAME) 
Absolute stereochemist i-y . 
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AB The peptide conotoxin GIIIA from Conus geographus venom, which 
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IT 86394-16-3DP . u-Conotoxin GIIIA, reaction products with 
radioiodinated succinimidyl (hydroxphenyl ) propionate 
RL: PREP (Preparation) 

(preparation and sodium channel labeling by) 

RN 86394-16-3 CAPLUS 

CN u-conotoxin G IIIA (reduced) (9CI) (CA INDEX NAME) 
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Dipeptide derivatives, a method for synthesizing thi 
and their use in protease determination 
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Patent 
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AB Dipeptides Q-A1-A2-R1 [I; Q . ROC (O) (C ( R2 ) I R3 ) > nco,- R - H, Cl-4 alkyl. 

(un)substituted Ph. (un) substituted benzyl, tosyl methoxy , with preferred 
substituents being Me, OMe. alkylenedioxy,- R2. R3 - H, Cl-4 alkyl; "n - 
1-5; Kl * NH-X, X - an enzymically cleavable marker; Al « nonbaaic amino 
acid; A2 » basic amino acid) are prepared and used in determination of 

proteases 

such as thrombin, plasmin, etc. MeOC (O) CH2C (O) - Pro- Arg-p-nitroani 1 ide was 
prepared by standard procedures. This compound was a better substrate for 
protein 

c than com. available tripeptide derivative D-Lys ( i:Cbo) - Pro-Arg-p- 

nitroanll ide. 
IT 119876-3B-9P 119B76-50-SP 

RL: prep (Preparation) 

(preparation of. for blood coagulation protease determination) 
RN 119B76-38-9 CAPLUS 

CN L-Argininamide. trans-4 -hydroxy- 1 - ( 3 -methoxy- 1 . 3 -dioxopropyl ) -L-prolyl -N- 
(4-nitrophenyl ) -, mono (tri f luoroacetate ) (salt) (9CI) (CA INDEX NAME) 



CM 



l 



Absolute stereochemistry 
MeO. 



T T ft ( f H2)3 



RN 119876-50-5 CAPLUS 

CN L-Argininamide. t rans -4 - hydroxy- 1 • (3 -methoxy- 1 , 3 - dioxopropyl ) - L-prolyl-N- 
(2-chloro-4-nitrophenyl) - . mono It ri t lxiorofccet ate) (salt) (9CI) (CA INDEX 
NAME) 

CM 1 



Absolute stereochemistry . 
MeO _ 



Et-CIl -CH— CH C 



IT 119876-37-aP 

RL: PREP (Preparation) 

(preparation of. plasmin determination with) 

RN 119876-37-3 CAPLUS 

CN L-Argininamide, trans- 4 - hydroxy- 1 - (3 -methoxy- 1 , 3 -dioxopropyl ) -L-prolyl -N- 
(4-nitrophenyl > - (5CI) (CA INDEX NAME) 

Absolute stereochemistry. 
MeO^ , O 



k ^ N"2 

Y 

t NH 

o. 



\ r 



C NH- CH CH Pr-i 



C-NH CH CH2 CH CHz CH CH? C Et 



0 Me O M.» 

1 ! . 

C- NH- C~ C NH • C 



NH CH2 CH 2 C NH CH 



O Me O C- NH CH- Bu- i 

C-NH-C-C NH-CH- Bu - i 

! I 
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AB The crystnl and mol 
A. containing some 



CAPLUS COPYRIGHT 200 7 ACS On STN 
1989:168455 CAPLUS 
110 : 168455 

The crystal and molecular structure of the 
<i-helical nonapeptide antibiotic leucinostat in A 
cerrini, S., Lamba, D. ,- Seatturin. A.,- Rossi. C, 
Ughetto. G. 

1st. Strutt. Chim. "0. Giacomello", CNR, Monterotondo. 
00016, Italy 

Biopolymers (1989), 28(1), 409-20 
CODEN: BIPMAA; ISSN: 0006-3525 
Journal 
Engl ish 

structure of the nonapeptide antibiotic leucinostat in 
mcommon amino acids and 3 n -aminoi sobutyr ic acid 
residues, has been determined by x-ray diffraction anal. The mol. crystallizes 
in the orthorhombic space group P212121, a * 10,924, b « n.eio, c » 40.50 
A, C62HU1NI1013. HCI.H20, 2 = 4. The peptide backbone folds in a 
regular right-handed n-helix conformation with 6 intraraol. i 
<-(i • 4) H bonds, forming C13 rings. The nonapeptide chain includes 
at the C end an unusual ^-alanine residue, which also adopts the 
helical structure of the other 8 residues. In the crystal, the helixes 
are linked head to tail by electrostatic and H-bond interactions, forming 
continuous helical rods. The crystal packing is formed by adjacent 
parallel and antiparallel helical rods. Between adjacent parallel helical 
columns there are only van der Waals contacts, while between adjacent 
antiparallel helical columns H-bond interactions are formed. 
76600-38-9. Leucinostat in A 
RL: PRP (Properties) 

(crystal structure of) 
76600-38-9 CAPLUS 

Leucinostat in A OCT) <ca index name) 
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19 89:115306 CAPLUS 
110:115306 

Synthetic timat.o*m nnnloya 
of S-deoxo-lle3 (L; Al«5 a 
amaninamide 
Zanotti . Giancai It 
Livio; TrivellONM, 
Inst. Pharm. chem 
International Jou 
(1988), 32(1), 9-; 
CODEN: IJPPC3; ISSN: 03 67-83 77 

Journal 
English 

CASREACT 110:1153 06 



A proton NMR study 
oxo I leJ ( D) -Ala5- 



Paolillo. 



D'Auria, ."iabr 

Em j CO 

Univ. Rome. Rome. eoiJ4, Italy 
al of Peptide s, Protein Research 



OTHER SOURCE (S) : 

AB Amatoxin analogs with D and L- Ala substitutions in position 5 have I 



NH 



studied by means of 1- and 2 -dimensional NMR spectroscopy at 500 KHz . The 
assignment of all resonances for both analogs has been carried out mostly 
with the use of COSY and noesy type expts. Temperature coeffs. for the amide 



protons have been measured and the data compared to known amatoxin 
structures. The rigidity of the bicyclic amatoxin framework is preserved 
in the D and L-AlaS analogs, although the temperature coeffs. point to 
intramol . 

hydrogen bonds stronger in the case of the L-Ala analog. The 10- fold 

decrease of biol . activity is discussed in terms of structural features 

involving also the Trp4 indole accessibility. 
IT 119351-89-2 119351-80-5 119372-69-9 

RL-. RCT (Reactant) ,- RACT (Reactant or reagent) 
(acidolytic deblocking of) 
RN 119351-89-2 CAPLUS 

CN L- Isoleucine. N- [trans-4 - <l , 1 - dimethylethoxy) - 1 
dimethylethoxy) carbonyl] - 1 . 2 , 3 , 3a, B, 8a-hexahydn 

bl indol-2-yl Jcarbonyl) -D-alanyl] -L-isoleucyl)glycyl] -S- ( c r i phenylmet hy 1 ) -L- 
cysteinyl) -L-asparaginyl] -L-prolyll -, 1 . 1 -dimethylethyl ester (9CI) 

INDEX NAME) 



I - IN- [N- (N- |N- ( [1- 1(1, 1- 

. - hydroxypyrrolo [2,3- 




C" 



Me CPh 3 

Me O Et-CH 0 O CH2-S 
i II f II II I 
NH CH- C- NH- CH~ C~ NH — CH2 - C- NH- CH- C- NH 




1" C NH — CH— CH— Et 

CH2 C"NH 2 | 



119372-69-9 CAPLUS 

L- Isoleucine, N- (crans-4 -( 1 , X -dimethylethoxy) 1 - fN2 [N |N |N - (N- | (1- ( 1 1. 1 - 
dimethylethoxy) carbonyl) - 1 , 2 , 3 , Ja , 3 , Bh hexahydro-3a-hydroxypyrrolol2.3- 
b] indo)-2-yl]carbonyl]glycyl) - L- iaoleucyl ]'-D-alanyl ! -S tt i t phenylroethyl ) -L- 
cysteiny 1 ) - L-asparagi nyl ] - L- prolyl I - , 1 . 1 - dimethy tethy 1 ester (9CI) (CA 

INDEX NAME) 



RN 119351 -90- S CAPLUS 

CN L-Isoleucine, M- Jtian3-4- (1, 1 -dimethylethoxy) - 1 - [N2- [N- [N- (N- IN- I [ 1 • l( 1 , 1 - 
dimethylethoxy) carbonyl ) - 1 , 2 , 3 , 3a , 8 , 8a- hexa hydro- 3a -hydroxypyrrolo [ 2 , 3 - 
b) indol -2-yl)carbonyl 1 -D-alanyl) - L- isoleucyl ] -D-alanyl) -S- 
(triphenylmethyl) - 1,- cysteinyl ) - L- asparag inyl ] -L-prolyl] - , 
1 , l-dimethylethyl ester (9CI) (ca INDEX NAME) 

Absolute stereochemistry. 




•NM-CH2-C' NH CH C NH CH C 



CH 2 
NH CH C 



CH 2 C- NH; 



C NH" CH CH— Et 



1193S1-91-6P 119433-70-4P 119434-32-1P 

R[>; RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of) 
119351-91-6 CAPLUS 

L- Isoleucine, 2 -roercapto- L- tryptophy 1 -D- a lanyl - L>- i soleucy 1 - D-alanyl - L- 
cysteinyl - L-asparaginyl - (4R) -4 -hydroxy- L-prolyl - . cyclic 
11-5} -thioether (9CI) (CA INDEX NAME) 



Et-CH- CH NH C 

C0 2 H O 



CH-C)(2 C-NH 2 



I If « 1 !. N CH— Et 

H 2 N ■: I O I 



119433-70-4 CAPLUS 

L- Isoleucine. 2 -mercapco-L- tryptophylglycy 1 - L- isoleucyl - D-alanyl -L- 
cy see inyl -L-asparaginyl - (4R> -4 -hydroxy -L-prolyl - , cyclic 
(1-5) -thioether (9ci) (ca index name) 



Et-CH- CH-NH -C 
I ,1 
C0 2 H O 



CH - CH2-C- NH 2 



1 J 



s. J J 

H 2 N II 



119434-32-1 CAPLUS 

L- Isoleucine, 2-mercapto- L-tryptophyl • D-alanyl - L- i sol eucylg 1 ycy 1 -L- 
cysteinyl - L-asparag i nyl - (4R) -4 -hydroxy I. -prolyl . cyclic 
(1-5) -thioether (9CI) (ca indbx namei 



Et CH CH NH- C" 

I II 
C0 2 H 0 



CH-CH2-C NH 2 
NH 
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CAPLUS COPYRIGHT 2007 ACS On STN 
1988:631560 CAPLUS 
109 : 23 1560 

Preparation ci hirudin segments as am i coagulants 
Krstenansky, John 1„ . Mao. Simon J T 
Merrel 1 Dow Pltarm*ic«ut icala , inc , USA 
Eur. Pat. Appl . 21 pp 
COD EN ! EPXXDW 

Patent 
Engl iBh 



PATENT NO. 

EP 27601-1 
EP 276014 
EP 276014 



KIND DATE 



APPLICATION NO. 



CA 1341032 

ZA 8600323 

JP 63215698 

IL 85159 

DK 8800310 

DK 173757 

FI 3800286 

FI 89060 

FI 89060 

NO BB00268 

NO 174105 

NO 174105 

AU 8810729 

AU 601801 

HU 46339 

HU 1991S9 

ES 2063740 

CN 8B100260 

US 5789540 

US 6005071 
PRIORITY APPLN . I 



OTHER SOURCE (S> : 



AT, BE, CH, DE, ES 



19880727 EP 1988-100934 

19900516 
1994083 1 
FR, OB, GR. IT, LI, LU, NL. 



20000620 
19880831 
19880908 
19930404 
19880724 
20010910 
19880724 
19930430 
19930810 
198B072S 
19931206 
19940316 
19880728 
19900920 
19881028 
19900129 
19950116 
19881 109 
19980B04 
19991221 



CA 1988-556652 

ZA 1988-323 

JP 1988-7651 

IL 1988-8S1S9 

DK 1988-310 

FI 1988-286 



NO 1988-268 



AU 1988-10729 

HU 19B8-25B 

ES 1988-100934 

CN 1988-100260 

US 1995-412356 

US 1998-22738 

US 1987-6417 

US 1987-53162 

US 1988-138611 

US 1989-388725 

US 1990-559438 

US 1991-774126 

US 1992-989998 

US 1993-126441 

US 1995-412356 



MAR PAT 109:231560 
[I; 



19880115 
19880118 
19880119 
19880121 
19880122 

19880122 



19880122 

19880122 
19880123 
19950328 
19980212 
A 19870123 
A 19870521 
Bl 19880112 
Bl 19890801 
Bl 19900726 
Bl 19911011 
Bl 19921210 
Bl 19930923 
A3 19950328 



AB X-A1-A2-A3-A4 - AS - A6 - A7-AB - A9- A10 - Y [I; Al » bond, 1-11 amino acid peptide 
fragment,- A2 * Phe, SubPhe. (i- (2- or 3 - thienyl > a 1 any 1 , p-(2- or 
3 - turanyl ) alanyl , J*-(2-, 3-, or i - pyr idyl ) al any 1 , 
M- (benzothienyl -2- or 3-yDalanyl, |1-<1- or 2 -naphthyl ) a lany 1 , 
Tyr, Tip,- A3 - Glu, Asp.- A4 , A7 , as - amino acid residue; A5 - lie. val, 
Leu. Nle. Phe,- A6 • Pro, Hyp, dehydroPro, thiazol idinecarboxy late, Sar, 
NMePgl, D - A 1 a ,■ A9 - Tyr, Trp. Phe, Leu, Nle, He. Val, Cha, Pro, dipeptide 
containing £1 of the preceding amino acids; A10 « bond, peptide 
fragment containing 1-5 amino acid residues; X ■ H, Cl-6 alkyl. C2-10 acyl; 
» OH, Cl-6 alkoxy, amino,- SubPhe = o, m, or p mono- or di -subst i tuted 
phenylalanyl . Hyp « hydroxyprol yl ; NMePgl * N-methylphenylglycyl ,■ Cha - 
cyclohexylalanyl } , useful as anticoagulants (no data), were prepared 
H-Gly- Asp- Phe-Glu - 1 le - Pro-Glu -Glu -Tyr-Leu-Gln-OH was prepared by the 
solid-phase technique on hydroxymethylated phenylacetamidomethyl resin. 

IT 117517-75-6P 

RL-. SPN (Synthetic preparation); PREP (Preparation) 
(preparation ot , as anticoagulant) 
RN 117517-75-6 CAPLUS 

CN L-Glutan.ine, N2 - (N- IN- [N- (N- (1- [H- IN- [N- [N- (N-glycyl-L- <i -aapartyl ) - L- 
phenyla ltinyl ] - L- « -glutamyl) - L- « -g 1 utamy 1 1 - L- isoleucy 1 ) -trans -4- 
hydroxy-L-prolyl] - L- ■ « -glutamyl ] - L- <i-g 1 utamyl I -L-tyrosyl) -L- 
leucyll- (9ci) (ca index name) 

Absolute stereochemistry. 




J 



H 2 M 

n (ch 2 )3 

H 2 N ^ O J) 



Me -OH 
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DOCUMENT NUMBER: 109:147779 

TITLE: Antagonism of voltage -gated calcium channels in small 

cell carcinomas of patients with and without 
Lambert -Eaton myasthenic syndrome by autoantibodies, 
<n-conotoxin and adenosine 
AUTHOR(S): De Aizpurua. Henry J..- Lambert, Edward H . ; Griesmann, 

Guy E.; Olivera, Baldotnero M. Lennon, vanda A. 
Dep. Immunol., Mayo Clin., Rochester, MN, 55905, USA 
Cancer Research (1988), 46(17), 4719-24 
CODEN: CNREA8; ISSN : 0008-5472 
Journal 
English 

The Lambert -Eaton myasthenic syndrome (LES) is an autoimmune presynaptic 
disorder of peripheral cholinergic neurotransmission in which there is 
otten an associated small cell lung carcinoma (SCO. see lines established 
trotn patiencs with and without LES exhibit a Ca2» influx response to 
depolarization by K- that is consistent with the presence of voltage-gated 
Ca2» channels. Autoantibodies antagonistic to SCC Ca2* channel activity 
were found exclusively in patients with LES, independent of cancer status. 
Depolarization-induced uptake of 45Ca2* by SCC lines was reduced maximally 
after 3-4 days of exposure to serum Ig9 from 14 of 19 LES patients, while 
control igs (including patients with SCC, other tumors, other 
paraneoplastic syndromes, and other neurol . and autoimmune diseases) were 
without effect. The snail neurotoxin <>>-conotoxin of subtype GVIA, 
which is a specific antagonist of presynaptic Ca2* channels, inhibited 
K . -stimulated ca2. uptake in a dose-dependent manner that was essentially 
irreversible. Adenosine, reported to be a specific antagonist of neuronal 
ca^. channels, also impaired voltage-stimulated Ca2+ influx in SCC. Use 
ot LES patients' igG and m- conotoxin in further studies of SCC may 
facilitate identification and purification of the LES antigen(s) and yield a 
quant, serol . test for diagnosing this autoimmune paraneoplastic syndrome. 

92078-76-7 

RL : BIOL (Biological study) 

(calcium channels of small cell lung carcinoma inhibition by, in human 
with Eaton- Lambert syndrome) 
92078-76-7 CAPLUS 

<"-conotoxin G via (reduced) (9CI) (ca index name) 



I ? NH 



J 



H 2 N , N 

T1 (CH 2 >3 



o ■ o NH 



Absolute stereochemistry. 



PAGE 1-C 



O r 

vT I H 



C 



CO2R 1 



»° Me 



h 

u - 0 
H » 



p 




The title hexn peptides [I; Rl « H, love 

[S) -COCH (NHC0C1 7H3 1 -n) (CH2 ) 3NHR3 ; RJ = 

useful as intermediates for echinocandir 
Et3N were added at 0* to a solution of 



a Iky I; R2 * H. PhCHIOJC, 

C02CMe3. X =. H. SiMe2CMe31. 
. were prepared <Et0>2P(0)CN and 

H02CCH(NH0) <CH2) iMHC02CMe3 



(0 « linoleoyl) and 0- (tert -butyldimethyl si lyl I threonyl [Ufi) .4 - 
hydroxy] prolyl I (3R) -3-hydroxy| homotyrosy 1 threony 1 I (33. 4S) -3 -hydroxy-*- 
methyl) prol ine Me ester (both preparation given) in DMF and the mixture va: 
stirred 38 h at 0° to give 68* 1 [Rl = Me. R2 = 
<S) -COCH (MHO) <CH2> 3NHC02CMe3. X « SiMeZCMOi) (II). 
11S074-16-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of, echinocandin O tioro) 
115074-16-3 CAPLUS 

L-Proline, 3 - hydroxy- 1 - [N- I N- [trans -4 -hydroxy 1 - [N- (N2 il-oxo-9.13- 
octadecadienyl ) -L-ornithyl ) - L-threonyl | -L- prolyl ] -4 ■ ( 4 • hydroxyphenyl )-L* 
threonyl ) • L-threonyl) -4 -methyl - . monohydi ochloridu. 

[1(92, 12Z) . 2<«.3H.4p] - (9CI) (CA INDEX NAME) 
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1988:423388 CAPLUS 
105:23388 

Preparation of hexapeptides as intermediates for 
echinocandins 

Ofuna, Yasushi ,- Kurokawa. Natsuko 
itory, Ltd., Japan 



Jpn. Kokai Tokkyo Kaho, 
CODEN: JKXXAF 
Patent 
Japanese 



pp. 



v O CH- Me O 

/"\ I! I I! 

H C-CH- NH C O 

r 1 

I CH?" CH- CH NH- C 

C0 2 H 



O NH C ;»i (CMj)j NH-„ 
C CH CH M«i 
N OH 



PATENT NO. 



JP 62273997 
PRIORITY APPLN. INFO. 



APPLICATION NO. 



-CH-CH2 CH CH" (CH 2 )4-Me 



Absolute stereochemistry. 
Double bond geometry as shown. 



IT 104213-53-3P 

RL: RCT (Reactant),- SPN (synthetic preparation); PREP (Preparation); ract 
(Reactant or reagent) 

(preparation and debenzylation of) 

RN 104213-53-8 CAPLUS 

CN L- Prol ine , 1- (N- [N- [ 1- [0- [ (1 , 1 -dimethyl ethyl ) dimethyl s i lyl ] - N- 

[ (phenylmethoxy) carbonyl] -L-threonyl] -trans-4 - hydroxy- L- prolyl ) -4 - (4 - 
hydroxyphenyl) -L-threonyl] -L-threonyl) -3 -hydroxy -4 -methyl - , methyl ester. 

<2ii.3|*.4p) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



HN O Ph 




ICH 2 ) 3 s N (CH 2 ) i 



O OH 

}— s - tf hn ^o o y 



! if 



R Me Me 



104213-54-9P 

RL: RCT (Reactant); SPN (Synthetic pn-pa ration) , prep (Preparation); ract 
(Reactant or reagent) 

(preparation and peptide coupling of. *ith ornithine derivative) 

104213-54-9 CAPLUS 

L-Proline, 1- [N- (N- [1- [0- [ (1. 1 -dimethyl^t hyDriiotethylsilyl ] L-threonyll- 
t rans -4- hydroxy - L- prolyl ] -4 - (4 - hydroxyphenyl) L-threonyM L threonyll -3 - 
hydroxy -4 -methyl - , methyl ester, 3rMH) - (9CI ) (CA 

INDEX NAME) 



104197-61-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and deprotection of) 
104197-61-7 CAPLUS 

L- Proline, 1- [»- (N- (1- [N- INS- I (1 . 1 -dimethy lethoxy ) carbonyl 1 -N2- (i-oxo-9, 12- 
octadecadienyl ) -L-orni thyl ] -0- [ (l , l -dimethy 1 ethyl ) dimethyl si lyl) -L- 
threonyl ) - trans - 4 - hydroxy- L-prolyl ) -4 - (4 - hydroxyphenyl ) -L-threonyl ) - L- 
threonyl) -3 -hydroxy-4 -methyl-, methyl ester, [ 1 ( 9Z, 12Z) , 2 n , 3 p , 4 

(11- (9CI) (CA INDEX NAME) 



1 



'C-CH-CH-Me 
O N» 2 
O OH 
I I 
OH NH O Me- CH O 
I I II I II . 

CH2 ~ CH- CH- C~ NH- CH~ C- 



CORPORATE SOURCE: 
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DOCUMENT NUMBER : 108:163 83 2 

TITLE: Hydroxyamino acid specificity of smooth muscle myosin 

light chain kinase 

Pearson, Richard B . ; Floyd. David M. . Hunt. John T.; 
Lee. Ving G . ,- Kemp. Bruce E. 

Repatriation Cen . Hosp., Univ. Melbourne, Heidelberg, 
3081, Australia 

Archives of Biochemistry and Biophysics (1989), 

260(1). 37-44 

CODEN: ABBIA4 ,• ISSN: 0003-9861 
Journal 
KngI ish 

AB Synthetic peptides corresponding to the phosphorylation sites in the 

myosin regulatory light chain from smooth muscle. Lys-Lys-Arg-Ala-Arg-Ala- 
Thr-Ser-Asn-Val -Phe-Ala [ [Ala 14 . 1 5 1 mlc ( 1 1- 23 ) ) (MLC - myosin light chain) 
and containing a variety of hydroxyamino acid analogs at position 19, were 
tested as substrates for the smooth muscle MLC kinase. Peptide analogs 
containing either D-serine or ci s -hydroxyprol i ne were not phosphorylated . 
corresponding t rans- hydroxyprol ine containing peptide was poorly 
phosphorylated. with a Km of 2.3 (iM and a Vraax of 3 ♦ 10-3 
MJnol/min/mg, compared to a Km of 12.5 uM and a Vmax of 1.4 3 
nmol/min/mg for the parent peptide. All 3 hydroxyamino acid analog 
peptides acted as relatively potent inhibitors of MLC phosphorylation with 
Ki values in the range 7.5-10 nM, comparable to 7 uM for the parent 
peptide. Thus, the failure of the hydroxyamino acid analog peptides to 
act as effective substrates was not the result of poor binding to the 
enzyme. In contrast, the same substitutions made in the peptide substrate 
for the CAMP -dependent protein kinase resulted in poor inhibitors. It is 
likely that the OH group of the substituting amino acids in the MLC 
peptide analogs is not presented in the correct orientation in the active 
site for transfer of the phosphate group. 

IT 113775-24-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and cAMP-dependent protein kinase inhibition kinetics with) 

RN 11377 5-24 -9 CAPLUS 

CN Glycine. H- IN- I ci s - 4 - hydroxy- 1 - IN- [N2- (N2- L- leucyl - L-arg inyl ) -L-arginyl J -L- 
alanyl ) -L-prolyl] -L-leucyl ] - (9ci) (ca index name) 

Absolute stereochemistry. 



i-Bu ^NH 2 



H • i 



0 O N C0;H 



PREP (Preparation) 
etics with myosin It 



kinase) 



IT 113715-83-6P 

RL: SPN (Synthetic preparation),- 
(preparation and reaction kin 
RN 113715-83-6 CAPLUS 
CN L-Alanine, L- 1 ysy 1 -L- lysyl -L-arg inyl -L-o 1 any] ■ L-a 1 any I I. arg inyl - L-alanyl - 

L-threonyl -trans -4 -hydroxy -L- prolyl -L-aspnrag inyl - L-valyl L- phenylalanyl - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H2N s (CH 2 ) 4 



H2N N r 5 

H i 



N 



<CH 2 )3 S 



PAGE 2 -A 



O {] * NH; 

1 « 1 



TV 



1 
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1988:145076 CAPLUS 
103:145076 

Synthesis of analogs of amaninamide, an amatoxin from 

the white Amanita virosa mushroom 

znnotti. Giaricarlo,- Moehringer, Claudius; wieland, 

Theodor 

Inst. Pharm. Chem., Univ. "La Sapienza', Rome, Italy 
international Journal of Peptide i Protein Research 

(19B7)\ 30 (4), 450-9 
CODEN: IJPPC3; ISSN: 0367-8377 

Journal 
Engl ish 

CASREACT 108:14 5076 



NHCHCONHCH — CO NU - CH CO 



CO 



I 



1 (0) n S M 

N I H 

CO CHNHCOCH- NH CO CH 
CH 2 CONH 2 K* 



Analogs of amaninamide, due to the absence o! a 6 OH group in the 
tryptophan moiety, are more easily accessible by synthesis than deriva. of 
(i-amanitin. Syntheses of bicyclic octapeptide thioethers fl, RI • H 
or OH, R2 - CHMeEt . Me, or CHMe2, R3 n a or Me. R4 . Me or CHMeBt. RS - H 
or Me, n « 0 or 1) were carried out starting : row linear 
Hpi -S-trityl-octapept ides (III), eye 1> sat ion by intramol 
2 ' -indolylthioether formation yielding monocyclic peptides III and final 
cyclization by DCCI . One of the hi cyclic thioethers was oxidised to yield 
the corresponding chromatog. separated { R ) - and (S > -su 1 t ox i des , reap. The 
products were characterized by Rt values, UV and CD spectra as well as by 
mass spectroscopy. The widely differing inhibitury activities on RNA 
polymerase II (or B) from calt thymus aie tisted 

112772-32-4P 112772-33-SP H2772-<5 7P 
112772-36-8P U2B6I-78-6P 

RL: RCT (Reactnnt); SPN (syntheti- prepaiai. loni , PKEP tWeparat ton) ; RACT 
(Reactant or reagent) 

(preparation and cyclization or) 

112772-32-4 CAPLUS 

L-Leucine, 2 -mercapto- L- t ryptophy 1 g J ycyl L isoleucylglycyl L-cysteinyl - L- 
asparaginyl- (4R) -4 -hydroxy- L-prolyl - . cyclic ( l-5> - th ioet tier (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




PAGE 2 -A 

It 
0 

RN 112772-33-5 CAPLUS 

CN L-Vnline, 2-mercapto- L-tryptophylglycyl -L- isoleucylglycyl - L- cyste inyl - L- 
asparaginyl- UR) -4-hydroxy-L-prolyl- , cyclic < 1-5 ) - thioether (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



PAGE i A 

O 

RN 112772-35-7 CAPLUS 

CN L- Isoleucine, 2-mercapto- L- 1 ryptophyl • L- a lanyl I,- isoleucylglycyl - h- 
cysteinyl-L-asparaginyl- <4R) - 4 - hydroxy- L-prolyl - , cyclic 
(l-»5> -thioether { 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 




0 C0 2 H 

. - S Et - 



"Y 




NH 2 



RN 112772-36-8 CAPLUS 

CN L- Tho leucine, 2-mercapto- L- tryptophylg lycy 1 - L- a lany lglycy 1 - L- cyste inyl • L- 
asparaginyl- (4R) -4-hydroxy-L-prolyl- , cyclic < 1-S ) - thioether (SCI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



RN 112861-78-6 CAPLUS 

CN L-Isoleucine. 2-mercapto- L- tryptopny 1 g 1 ycyl • L- i soleucy ) • L alanyl-L- 
cysteinyl -L-asparaginyl - MR) -4 -hycnoxy l prolyl . cyclic 
(1-»S) -thioether (9C1) (CA INDEX NAME) 

Absolute stereochemistry . 



PAGE 1-A 




PAGE 2-A 

II 
O 



IT U2772-47-1P 112796-94-8P 

RL : spn (synthetic preparation) ; PREP (Preparation) 

(preparation and deprotection and reaction with peptide derivative) 
RN 112772-47-1 CAPLUS 

CN L- Leucine. N- [1- (N2- [ (l- < 3 , 5 -dimethoxyphenyl ) - 1 -methy lethoxy 1 carbonyl] - L- 
asparaginyl] -4- (1, l-dimethylethoxy) -L-prolyl] -, J. 1 -dimethylethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




t-BuO 



(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



0 



MeO. 




t-BuO 



IT 112772-38-0P H2772-39-1P 112772-41 !>P 
112772-42-6P 112796-92-6P 

RL: RCT (Reactant); SPN (Synthetic preparation), PREP ( Preparat ion) t RACT 
(Reactant or reagent) 

(preparation and intramol . cyclization of) 
RN 112772-3B-0 CAPLUS 

CN L-Leucine. N- (4 - ( 1 . 1 -dimethyl ethoxy I - 1 - IN2 [N- [N* (N* IN- t 1 1 1(1,1- 

dimethy lethoxy) carbonyl J -l, 2, 3. 3a. 8, Ba- nexahydroOa hydroxypyrrolo [2. 3 - 
b] indol -2-yl] ca rbony 1 ) glycyl ] - L- i soleucy 1 J g lycy 1J -S- ( t r ipheny lroethyl ) - L- 
cysteinyl] -L-asparaginyl] - L-prolyl )- . 1 . 1 -dimethylethyl eater (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



PAGE 1 -A 




RN 112796-94-8 CAPLUS 

CN L- Valine. N- [1- (N2- 1 [1- (3, 5 -dimethoxyphenyl ) - 1 -methy lethoxy ] carbonyl ) -l- 
asparaginyl] -■»- < 1 . l-dimethylethoxy) -L-prolyl} - . 1 . 1 -dimethylethyl ester 



PAGE 1-B 




CN L-val ine, N- [4- ( 1 . l-dimethylethoxy) -1- [N2- (N- [N- (N- [n- I [1- I (1, 1 - 

dimethylethoxy) carbonyl) -1,2, 3, 3a. a, Ba-hexahydro-3a-hydroxypyrrolo 12, 3 - 
b] indol-2-yl)carbonyl]glycyl)-L-isoleucyl]glycyl] -S- (triphenylmethyl ) - L- 
cystelnyl ] -L-asparaginyl] -L-prolyl) - , 1 , 1 -dimethylethyl ester (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



PAGE l-A 




o 



PAGE 1-B 

NH 2 



OBu-t 




cysteinyl ) -L-asparaginyl] -L-prolyl !- . 1 . 1 dimethyl ethyl ester (9CII (CA 
INDEX NAME) 

Absolute stereochemistry. 



PACE 1-A 



o o o 




H 

W P. 



PAGE 1 B 



0 Me 



RN 112772-42-6 CAPLUS 

CN L-lsoleucine, N- (4 - ( 1 , l-dimethy let noxy) • 1 [N2-|N-(H-IK IN- 1 ( I - { 1 1 . 1- 

dimethylethoxy) carbonyl) - 1 . 2 . 3 . 3a . 3 , 8a ■ ht-xahydro- 3a • hydroxypyrrolo 12, 3 - 
b)indol-2-yl)cflibonyl]glycy) I - L- isoleucy! I L-aianyll -S (triphenylmethyl) -L- 
cysteinyl) -L-asparaginyl) -L-prolyl] ■ , l.l d i methyl et hyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1 12772-4 1-5 CAPLUS 

CN L-Isoleucine, N- {4- (1. l-dimethylethoxy) -1- [N2- (N- [N- (N- (N- I tl- [(1, 1- 

dimet hyl ethoxy) carbonyl) -i,2,3.3n.B, 8a- hexahydro- 3 a - hydroxypyrrolo 1 2 , 3 - 
b] indol - 2-yl ] carbonyl ] glycyl ) -L-alnnyl ] glycyl] -S- (triphenylmethyl ) -L- 



PAGE 1-A 



"Y 



V 



H ,1 
-CPh 3 O ,,l 



RN 112196-92-6 CAPLUS 

CN L-Isoleucine, N- [4 - ( 1 , l -dimethyl ethoxy) -1- [N2- [M- |N- IN- IN- III* [(1.1- 

dimethylethoxy) carbonyl ] -1,2, 3, 3a. 8, 8a- hexahydro- J a -hydroxypyrrolo (2 , 3 - 
b] indol - 2-yl 1 carbonyl] -L-alanyl 1 - L- isoleucyl] glycyl ) - S- (tr i phenyl methyl ) - L- 
cysteinyll-L-asparaginyll-L-prolylJ -, 1 , 1 -dimethylethyl eater (9CI) [CA 
INDEX NAME ) 

Absolute stereochemistry. 



j*"2 

! > 



J 



PREP (Preparation)/ RACT 



tT 7977S-11-4P 

RL: RCT (Reactant I 3PN (Synthetic prepai n 
(Reactant or reagent) 

(preparation and reaction with peptide derivative) 

RN •79775-11-4 CAPLUS 

CN, L- Iaoleucine , N- [1- (N2- | [1- (3 , 5 • dimethoxyptteny 1 >- 1 -methy lot hoxy) carbonyl 1 - 
L-aaparaginyl] -trnns-4- (1 , 1 - dimet hy lethoxy ) • 1, prolyl) . 1 , 1 -dimethylethyl 
ester { 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 



I i • 



o Me o 

II ! H II 

,OBu-t O ."n* o 

Y 



Me Et 
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CAPLUS C0PVR1CHT 20 07 AC* on STN 
1968:108673 CAPLUS 
108 : 108673 

UDP- L- arabinose -hydroxyprol ine- 0 glycoayl transferases 
in Volvox carteri 

Guenther, Roland; Bause. Ernst; Jftenickc. Lothar 
Inst. Biochem., cologne. 5000/1, Fed Rep. Oer. 
FEBS Letters (1987* , 221(2). 2»3 8 
CODEN: FEBLAL; ISSN: 0014-5793 

Journal 
Engl ish 

Hydroxyproline (Hyp) -containing peptides o; dittereut length and amino acid 
aequence were used to demonstrate unp L-iir<ibinose Hyp O 

glycoayU ransf erases in a crude microsomal traction tiom the green alga V. 
carteri. The formation cf O-g lycos i die linkages by transfer of 
UDP-act ivaced arabinose to the side chain ot Hyp .as concluded from the 



resistance of the glycopept ides under the basic conditiona of 
h- elimination and their susceptibility to hydrolysis by 
trif luoroacetic acid. This treatment yielded arabinose as the only 
cleavage product. Arabinose transfer to the various peptide substratea 
was found to be stimulated by low conens. of detergent, to require 
divalent cations, and to proceed optimally at pH values around 7.0. The 
smallest arabinose acceptor peptide was the tripeptide Tyr-Hyp-Lys. The 
glycosyl acceptor effectivity increased with increasing nos . ot repeated 
Hyp residues, suggesting that Hyp clusters critically affect substrate 
recognition by the Volvox trans ferase (s) . 

IT 111863-90-2 111863-91-3 

KL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with UDP-arabinose -hydroxyprol i ne O-glycosyltransferase 
of Volvox microsomes, kinetics of, structure in relation to) 
RN 111863-90-2 CAPLUS 

CN L-Lysine, N2 - (trans -4 -hydroxy- 1-L- tyrosyl - L- prolyl ) * (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 111863-91-3 CAPLUS 

CN L-Lysine, N2 - [t rans - 4 -hydroxy- 1 - (N- L- tyrosyl -L- seryl )- L- prolyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



X 




it or reagent) 
ise- hydroxyprol i 
ture in relation t 



O-glycosyltr 



IT 111863-88-8 113128-73-7 

RL : RCT (Reactant); RACT (Reac 
(reaction of, with UDP-arab 
of Volvox microsomes, 
RN 111B63-88-8 CAPLUS 

CN L-Lysine. N2- (trans - 4 - hydroxy- 1 - (N- L- tyrosyl -L-a) anyl ) -L-prolyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 113128-73-7 CAPLUS 

CN L-Lysine, N2 - ( t rans-4 -hydroxy- 1 - 1.- sery I - 1. ■ prol y I > - (9CI! (CA 
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CAPLUS COPYRIGHT 200' ACS on PTN 
1988:34711 CAPLUS 
108:3471 1 

The antibacterial activity ot a Inn 
servamicins 

Jen, w. c.; Jones, g a..- Brewei , 
O. ; • Taylor, a. 

Dep. Appl Microbiol Kckx) Sci 
Saskatoon, SK . S7N GW0. Can 
Journal ot Applied Bacteriology (19b7). 

CODEN: JABAA4; ISSN: 0021 884 7 

Journa 1 
English 

results were obtained in biol ttssays ot a lameth: cins on agar 
the antibiotics were allowed to dittuse under strictly 



lethicins < 
D . Parkii 



Uuiv Saskatchewan. 

3(4), 293-B 



ions 



tempers 



ne before inoculatii 



In liquid 



defined condii 
culture. 

obligatory anaerobic rumen bacteria were sensitive to these antibiotics 
and, in certain cases, their ability to produce volatile tatty acids was 
reduced. Among the bacteria examined, there was a 1000-fold difference in 
their sensitivity. Modifications of the structure ot the peptaibol. e.g. 
substitution on an alanine residue tor a 2 methyl Alanine residue, resulted 
in . apprx . 2- fold changes in activity. 
IT 19392-51-1 . Zervamicin 1C 79395-85-0, Zervamicin IIB 
79395-86-1, Zervamicin 1IA 

RL: BAC (Biological activity or effectoi. except adverse" / BSU (Biological 
study, unclassified),- BIOL (Biological study) 
(antibacterial activity of, determination ot) 

RN 79392-51-1 CAPLUS 

CN L- Prol in amide . N-ncety 1 - L- 1 ryptophy 1 -L isoleucyl-I, "-glutamyl -D- 

isovalyl - L- isoleucyl - L-threony 1 - 2- methy la lany I L-leucyl i met hyl alanyl - 
(4R> -4-hydroxy-L-prolyl-L-gluuiminyl -2 mev hyla lanyl UP) 4 hyrtroxy-L- 



prolyl -2-methylalanyl-U- [ (IS) -1- (hydroxymethy 1 ) - 2 - phenylethyll - <9CI> (CA 
INDEX NAME) 



PAf?E 1 A 



^ Me C0 2 H Me 

I T 0 Et-CH O C„ 2 -C» 3 r O EfCH 0 

- l ~- CH 2 ~ CH- C- NH- CH- C- ■ NH— CH~ C- NH— C- C- NH- CH- C- 



CH- Me 



Me 



Me 



- NH" CH C HH C-C-NH-CH-C-MI-C-C N } 

I Y 

Me o 1 

c— o 

HH 



Me O i-Bu 



CH-CH 2 -CH 2 -C- NH 2 



HO-CH 2 O 
I ,1 
Ph- CH2-CH-NH C 



O Me O 

li ' 
-C C NH- C 



9 



Ph CM? CH NH-C 



Me 
i 

-C-c-i 
11 i 
o Me 



rO 



CH CH; CH2 C NH,, 



7»395-eb-0 .CAPLUS 

L-Prol inatnide, N-acetyl - L- tryptophyl -L- i soleucyl - L-gl utami nyl - D- i sovaly 1 - L- 
i soleucyl - L-threonyl - 2 -methylalanyl -L-leucyl- 2 -methylalanyl - (4H) -4 - hydroxy - 
L- prolyl -L-glutaminyl -2 -methyl a lnnyl- (4R) - 4 - hydroxy- L-proly 1 - 2 - 
methyl alanyl-N- I us) - 1- (hydroxymethy 1 ) - 2 - phenyle t hyl ] - (CA INDEX name) 



AcNH O Et — CH O 

I li I !! 

CH2-CH-C" NH-CH-C- NH-CH- 



Et O CH"' 
i II I 
-NH-C-C-NH-CH- 
I 



HO-CH 2 o 
Ph CH2-CH-NH C 



Me O i-Bu 



- NH-CH 'C" NH C -C-NH-Cli-C-NH-C-C- 



c o 
C Me 



C D 0 

CH CH 2 CH2 C NH 2 



79395-86-1 CAPLUS 

L- Prol inamide, N- acetyl - L- tryptophyl - L- i soleucyl -L- glut ami nyl - 2 - 
me t hyl al any 1 -L- i soleucyl -L-threonyl - 2 -methylalanyl -L-leucyl -2 -met hylalanyl - 
(4R) -4 -hydroxy -L- prolyl -L-gl utami nyl -2 -methylalanyl - <4R) -4 - hydroxy- L- 
piolyl-2-methylalanyl-N- | Us) - 1 - (hydroxymethyl ) - 2 -phenylethy H - (9CI) (CA 

INDEX NAME) 



r 1 1 



AcNH O Et CH 

I I' 

-CH 2 CH C NH CH 



O G M« O CH 

C NH CH C NH C C NH CH 



PAGE 2 B 



NH~ CH" C N 
I 

CH- Me 



I !! 



I I! 

NH-CH-C 



CH 2 -CH 2 -C-NH 2 Me 
I I 
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Leucinost.it in D, a novel peptide antibiotic from 
PaeciJomyces marquandii 

Rossi , Carlo.- Tut Lobe I lo. Lorenzo,- Ri cci . Mauri zi 
Casinovi. Carlo G. ( - Ratiics, Lojoa 
1st. chim, Farm., univ stud) Peruqitt. Perugia, 
1-06100, Italy 



Journal of Antibiotics (1987), 40(1), 130-3 
CODEN : JANTAJ; ISSN: 0021-B820 
• TYPE: Journal 
LANGUAGE •. English 
OTHER SOURCE(S): CASREACT 108:22242 



Mc Me Me 

X ,-° 



— NH- C'.CONH 



^CONH- C-CONH-C-CDNH — C- CONH C - CO - 



H - C - CONH - CH 2 CH 2 C ONH - C - CH 2 NMe 2 



0 Me 

It I 

C — C — NH 

I 



- CH-CH- Pr-i 



Tlie structure of leucinostat in D (I) was determined by NMR and i 
spectrometry and chemical transformations. 

10842G-90-O 

RL: PROC (Process) 

{rool . structure determination of) 
108426-90-0 CAPLUS 

Leucinostatin D (9CI) <CA INDEX NAME) 



• NH- CH~ Bu- i 
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CAPLUS COPYRIGHT .TOO 7 ACS Oil STN 
1988:5B54 CAPLUS 
108:5854 

Preparation of threoiiylpyrrol mine deriv 

intermediate for the umgicide echinocan. 

Ofuna, Yagushi ,- Kurokawa. Natsuko 

Suntory. Ltd.. Japan 

Jpn. Kokai TokKyo KOho, 11 pp 

CODEN: JKXXAF 

Patent 

Japanese 



PATENT NO, 



KIND DATE 



APPLICATION NO. 



Me O o Me o Me o 

i! II I II I II 

Me2N" CH2-CH NH~ C~ CH2 ~ CH 2 - NH~ C- C- NH- C~ C- NH- C 
Me Me 



i-Bu-CH- NH-C 



Et~CH~CH= CH~C 



• STRUCTURE DIAGRAM TOO LARGE FOP DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB The title compds . 13 ; Rl , R3 « H. tert huMe2ii.- R2 - H, 

2-tetrahydropyranyl (THP); A » OH . pyridyl'hio. 01; R4 * H. C02Bu-tert, 02 
wherein R5 « H. benjy 1 oxycarbonyl . etc.]. useful as intermediates for the 
agrochem. and medical fungicide echinocandin mo data), .ore prepared A 
mixture of 3 5 mg MeCH (OSi Me2Bu - tert ) CH < NH.Vt CC2H and 5 5 5 mg thioester 
(2S,3R)-II in DMF containing 1 1 imethyl s i I y I imi da =ol e »as stirred at room 

temperature 

for 15 h to give the corresponding peptide winch wag treated with 16.7 mg 
dipyridyl disulfide in the presence ot Ph3P to give 63t I (Rl » R3 • 
cert-BuMe2Si. R2 - THP, R4 « cosbu- tert , a = pyridylthio; (III) . 
IT 104197-59-3P 106391-79-1P 

RL: SPN (Synthetic preparation) ,• PREP (Preparation) 
(preparation of, as intermediate tor echi nocand i n j 

RN 104197-59-3 CAPLUS 

CN L-Prol inamide, erythro-4 - ( ( ( 1 . 1 -dime thy let hyl » dimethyl si lyl I oxy) - 5,5- 
dimethoxy-N- (1 -oxo-9. 12-octadecadienyl ) - L norva lyl o- I ; l . i - 
dimethyl ethyl ) d imethylsi 1 y 1 J • L- threonyl - 1 rans -1 • hydroxy • !.• prolyl -4- (4- 
hydroxyphenyl) - L-threonyl -L- threonyl - 3 hydroxy 4 -methyl •. 

[1 (9Z, 12Z) ,2.i,3tt, 4(1) - (9CI) (CA INDEX NAME! 



Absolute stereochemistry. 
Double bond geometry as shown. 



t-Bu o 




NH 2 



JL/ h \ k " 



' TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 



Dep. Chem., Harvard Un 
Journal of the America! 

109(23), 7151-7 

CODEN: JACSAT. ISSN: 00 02- 7 B63 

Journal 

English 

CASREACT 107:23 7279 



. . Cambridge. M 
Chemical Societ- 



, 0213B. USA 
(1987) , 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VTA OFFLINE PRINT • 

>B The total synthesis of echinocandin D 11, Lin « linoleyl* was achieved 
using agym. glycine enolate aldol methodo! tor the preparation of 2 
constituent B- hydroxy amino aci<ls. Protected hydtoxy amino acids II 
and III were prepared in 4 steps each t rtm oxasol idinones IV (R « CH2Ph, Rl 
■ H , R2 • NCS) and IV (R » H, Rl = CH2Ph, R2 « Br), reap In both 
prepns . . asym. aldol addition was used to establish the absolute stereochem. 
relationships at both OH and N-bearing asym. centers. II and III were 
integrated into the synthesis ot I 

T 104197-62-8P 

RL: RCT (Reactant); SPN (Synthetic preparation), I'HEF- (Preparation); PACT 
(Reactant or reagent) 

(preparation and cyclization ot) 

N 104197-62-8 CAPLUS 

N L-Proline, 3-hydroxy-l- [N- IN- [trans -4 -hydroxy- 1 - IN- iN2- (l oxo-9. 12- 

octadecndienyl ) -L-ornithyl 1 -L-threonyl i - L- prolyl 1 -4 - (4 -hydroxyphenyl) -L- 
threonyll -L-threonyll -4-methyl - , [I (9?,. 12Z> , 7.«. Jji. 4hl - 
(9CI) (CA INDEX NAME) 



106391-79-1 CAPLUS 

L-Prol inamide, O- ( (1, 1 -dimethyl ethyl >dimethylsilyl] - N- 

[ (phenylmethoxy) carbonyl) - L- threonyl -trang-4- hydroxy- L- prolyl -4 • (4- 

hydroxyphenyl ) - L-threonyl - L-threonyl - 3 - hydroxy- 4 -methyl - , 

<2u, 3f).4|i>- (9CI) (CA INDEX NAME) 



CH- Me 
CH - NH— 



O NH-C-0—CH 2 - Ph 



CH2 — CH~ CH - NH— C- — y 



C-Sl- Bu-t 



L6 ANSWER 4 52 OF 551 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CAPLUS COPYRIGHT 200 7 ACS on STN 
1987:637279 CAPLUS 
107:237279 

Synthesis of the cyclic hexapeptide echinocandin D. 
New approaches to the asymmetric synthesis of 
^-hydroxy u -amino acids 
Evans. David A..- Weber, Ann E. 



\ 



OH 

1 






0 CH- 


Me 


O 


ii i 




II 


C— CH- 


NH 


C 


CH 2 ~ 


CH 

! 


CH 


i 


OH 





O NH C (CH 2 »7 CH 
O NH C CH ICHjla NH 2 
C CH CH Me 
N OH 



*■ CH-CH 2 -CH - - CH- (C)! 2 ) 4 -Me 



104197-61-7P 

RL: RCT (Reactant); SPN (Synthetic preparation).- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and deblocking of) 
104197-61-7 CAPLUS 

L-Proline. 1- IN- [N- (1 - fN- [N5- 1 (1 . 1 -d imethy lethoxy I carbonyl | -N2- n -oxo-9. 12- 



octadecadienyl ) -L-ornithyl ] -0- [ (1 , l-dimethylethyl ) dimethyls i lyl 1 -L- 
threonyl] - trans -4 -hydroxy- L- prolyl ) -4- (4 - hydroxyphenyl ) -L-threonyl] -L- 
threonyl) -3 -hydroxy-4 -methyl- , methyl ester, [1 (9Z, 12Z) , 2«», 3P, 4 
1*1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



HN 0 Ph 



HO 



; s h H 



OMe || I I 



f" 



N O Bu - t 



'I ; 

o 



prep (Preparation) 

for echinocandin D) 



IT 104 2i:< -S3 -flf> 

RL: SPN (Synthetic preparation) 
(preparation of. as intermedia 
RN 104213-53-8 CAPLUS 
CN L-Prol ine, 1 - IN- [N- 1 1 - (O- ( { 1 , 1 -di methylethyl ) dimethyl si lyl) -N- 

[ (phenylmethoxy) carbonyl ] -L-threonyl ) -trans-4-hydroxy-L-prolyl ] -4 - (4 - 

hydroxyphenyl) -L-threonyl] -L-threonyl] - 3 -hydroxy-4 -methyl - , methyl ester, 

(2<j,3|i.4ft)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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produced upon col 1 is ion- induced decomposition of the 
of peptides often exhibit peaks that correspond to ions 
that are formed by cleavage ot the -N-cR oond along the peptide chain 
followed by cleavage of the |*.y bond it R has the genera! 
structure -Cfl-Cy-Rl. Ions produced in this manner are assigned 
the notation wn and are helpful in the characterization ot the amino acid 
at that position. Most important is trie differentiation ot leucine and 
isoleucine, which is generally difficult or impossible by mass 
spectrometry. Aromatic amino ncids do not undergo this fragmentation because 
it would involve cleavage of a C-Ar bond.- neither does alanine, which 
would involve loss of a hydrogen radical, noi does glycine, which lacks a 
fi.y bond. The nature of this fragmentation process is 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE ; 

AB The mass spect 
protonated mol 



demonstrated by exact mass measurements and precursor-product ion studiei 
IT 110144-02-0 

RL: PRP (Properties) 

(tandem mass spectrometry of, col 1 ision - induced decomposition in) 
RN 110144-02-0 CAPLUS 

CN L-Lysine, N2- [N- [N- [trans -4 -hydroxy- 1 - [N- I trans-4 -hydroxy- 1- (trans-4- 
hydroxy- 1- [trans -4 -hydroxy- 1 - (trans -4 -hydroxy- l-L- Beryl -L -prolyl > -L- 
prolyl] -L-prolyl] -L-prolyl] -L-threonyl] -L-prolyll -L-va)yl) -L-tyrosyll - 
<9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




tetrodotoxin . Apparently, CTX causes an increasing Na. permeability 
across Na channels of smooth muscle cells, and thin may play an important 
role in its mechanism of potentiation. Maitotoxin (MTX) . the most potent 
marine toxin known from ciguateric tish, produces a Ca2. dependent release 
of norepinephrine (NE) from a rat pheochromocytoma cell line, PC12 or 
adrenergic nerve terminals ot the vas deferens and Ca2« dependent 
contraction of smooth or cardiac muscle. These effects of MTX may be due 
to an increase in Ca2« permeability which possibly occurred through Ca 
channels in muscle and nerve membranes MTX nas been widely used as a 
valuable tool, since Ca2t plays «n important role in the regulation of 
many cellular functions. Geoijraphutoxin !i (gtx HI was isolated from the 
venom extract of Conus geogrnphus. «TX II has the novel action of blocking 
skeletal muscle Na channels without effect on nerve Na channels. QTX II 
inhibited |3H1 sax i toxin binding to Na channels of skeletal muscles but not 
to nerves. Thus GTX It discriminates betweun the tet roduto* in/saxitox in 
receptor site on nerve and muscle Na channels Anthopl eur i n - B (AP-B) , a 
cardiotonic polypeptide isolated from Anthopl eura xanthog rami ca , caused 
powerful excitatory and inhibitory actions in the ileum, taenia caeci, and 
vas deferens. The AP-B- induced contractions ot intestinal smooth muscles 
are due to the excitation of cholinergic nerves, while that of the vas 
deferens is caused by the NE release from adrenergic nerve endings. The 
AP-B- induced relaxation of Lite taenia caeci is due to tne excitation of 
adrenergic nerves, while the relaxation of te ileum is mediated through 
nonadrenergic inhibitory mechanism. Palytoxin CPI"/.> caused a 1st rapid 
contraction followed by the slow pnasic contraction of the vas deferens. 
The 1st component is the result of a direct action ot PTX on smooth muscle 
site, whereas the 2nd phase is the result ol an indirect action mediated 
through the NE release from adrenergic nerve endings 

IT 86414-29-1 

RL: B10L (Biological study) 

(isolation, from Conus geoqraphus venom, muscle sodium channels 
blockade by) 

RN 864 14-29-1 CAPLUS 

CN M-Conotoxin O II IB (reduced) (sen (CA INDEX NAME) 
Absolute stereochemistry. 
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Pharmacological studies on toxins from marine 
organisms that act on ion channels 
ohizumi, Yasushl 

Mitsubishi -Knsei Inst. Life Sci . , Machida, 194, Japan 
Yakugaku Znsshi (1987), 107(7). 471-84 

CODEN; YKKZAJ,- ISSN: 003 1-6903 

Journal 
Japanese 

Ciguatoxin (CTX), the principal toxin in ciguateric fish, produced a 
marked potentiation of contractile responses to agonists in the vas 
deferens. CTX markedly elevated the Na content of the vas deferens 
treated with ouabain. These effects of CTX were abolished by 
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SOURCE: 
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LANGUAGE : 
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PATENT INFORMATION: 



Jpn. Kokai Tokkyo Koho, II pp. 
CODEN; JKXXAF 

Patent 
Japanese 



PATENT NO. 



KIND DATE 



JP 62084098 
PRIORITY APPLN. INFO. 



APPLICATION NO. 



JP 1985-225497 
JP 1985-225497 



R4 



Me 

Rio. .. 



Q 



O-C OSiMe2CMe3 



g2» C0(CH 2 ) 6 



The title intermediates [I,- Rl,R3 • H, Me3CMe2Si ITBS) .• R2 * H, 
tetrahydropyranyl (THP) .- R4 . OH, 2 • pyr i dy 1 1 hio. 0i K5 * H . TBS, Ql where 
R6 - H. PhCH2C02, COCH (NHCOQ2 ) CH2CH (OTBS ) CH (OMe) 2 ] , which are useful as 
intermediates for echinocandins, have the same cunt' i gut at ion as 
echinocandin C, and themselves are expected to show *ntttungal activities 
(no data), are prepared A suspension ot H Thr(TDS) OH in DMF was reacted 
with (trimethylsi lyl ) imidazole and to the resulting clear solution 
(2S, 3R) -p-TBS0C6H4CH2CH(OTHP)CH (NHC02CMei IC003 103 » 2 -pyr i dy 1 thio) 
(04-03) was added. The mixture was stirred for 1.5 h to give 04 -Thr (TBS) - OH 
as an oil which was treated with dipyridyl disulfide and Ph3P in CH2C12 to 
give 63* 04 -Thr (TBS) -03 (II), Peptide coupling oi II with ( 2S . 3S. 4S) -oh 
gave 801, 04 - Thr (TBS) - (2S, 3S, 4S ) - 0 whicn was rieprotected t>y treatment with 
Bu4NF followed by aqueous 0 . 5N HC1 to give (2S. 3R. 4S. 5R) I (RI-R3 » R5 ■ H. 
- <2S, 3S, 4S) -0) . 
106391- 7 9-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and debenzy 1 at ion ot i 

106391-79-1 CAPLUS 

L-Prolinamide. O- 1 (1. l -dimethy let hy 1 >dinietbyls i lyl) -N- 
( (phenylmethoxy)carbonyl) -L-threony) - 1 tans - 4 - hydroxy- L- prnl yl - 4 - (4- 
hydroxyphenyl ) -L-threonyl - L- threonyl - .< - hydroxy-4 -methyl • . 
<2«i,.3|H.4fl) - (9CI) (CA INDEX NAME) 



H2N C 



CH-Me O 



H 



C CH-NH-C 
I 

! -CH2-CH-CH- 



V J 



O NH-C-0-CH2- Ph 



C-CH-CH - Me 



«-c-q .4- 

\ Me 
OH 



106391 -80-4P 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation),- RACT 
(Reactant or reagent) 

(preparation and peptide coupling of, with threonine derivative) 

1O6391-80-4 CAPLUS 

L- Prol inamide, 0- [ (1, 1 -dimethy let hyl ) dimethyls i lyl ) - L- threonyl - trans - 4 - 
hydroxy-L-prolyl -4- (4 - hydroxypheny 1 ) -L-threonyl -L-threonyl -3-hydroxy-4 - 

methyl-, (2<i.3|l,4fi>- (9CI) (CA INDEX NAME) 



' ■/ C- CK~ CH Me 

'! i 

I O H»2 
C— O OH 
I I 

OH NH O Me— CH O 

I II I I! x\ 

CH 2 CH CH-C IJH-CH-C--N V" 
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IT 104197-S9-3P 

RL: SPH (Synthetic preparation),- PREP (Preparation) 
(preparation of, as intermediate for echinocandins) 
RN 104 197. SS- 3 CAPLUS 

CN L-Prolinamide, erythro-4- (((1,1 -dimethylethyl > dimethy 1 a i lyl ] oxy] -5,5- 
dimethoxy-N- (l-oxo-9, 12 -octadecad i enyl ) - L-norvalyl -O- [(1,1- 
di methyl ethyl ) dimethyl si lyl ] - L- threonyl -trans -4 -hydroxy-L-prolyl -4 - (4 - 
hydroxypheny 1 ) - L- threonyl - L-threonyl - 3 - hydroxy-4 -methyl - , 
[1<9Z. 12Z) ,2u,3P,4PJ- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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European Journal ot Medicinal Chemistry (1986). 21(6). 

527 -8 
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Journal 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 
ure ot leucinostatin c (i) 



AVAILABLE VTA OFFLINE PRINT • 
a determined by chemical and 



AB The ! 
spectroscopic 

methods. I showed moderate activity against Gram poa bacteria and 
several fungi when compared to leucinoetat in A and its mono -K-destnet hyl 
derivative 

IT 76600-38-9, Leuci nostatin A 76663-52 0 

RL: RCT (Reactant); RACT (Reactant oi reagent) 
(antibacterial and ant i mycotic activity; ot ) 
RN 76600-38-9 CAPLUS 



CN LeucinOStatin A (9CI) (CA INDEX NAME) 



Et " CH-CH=CH-C 
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(CA INDEX NAME) 



110483-88-0 

RLt PROC (Process) 

(mol . structure riotermi nat i on on 
1104B3-88-0 CAPLUS 

Leu.cinost.ntin C (9CI) ICA INDEX NAME) 



Et " CH CH- ■ CH-C 



O B OH 
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O C— HH * CH— CH— Pr-i O 

II I II 

C-NH-CH-CH2-CH-CH2- CH-CH2-C- Et 

Me OH 
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O C- NH CH CH Pr-i 
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O Me O C NH— CH— 

C-NH C-C NH CH-Bu-i 
R Me 



0 Me O C- NH CH- 

I II I 
C NH-C-C - NH-CH-Qu-i 



68234-S7-5P 

HL: SPN (Synthetic preparation),- PREP (Preparation) 
(preparation of) 

88234-57-5 CAPLUS 

Leucinostat in A, 9 - [N- [ 1-methyl - 2- ( t r i methyl a mmon i o > ethyl ] - p- 
alaninamide) - . iodide, !9<S)]- (9CI) (CA INDEX NAME) 
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The Conus toxin {(eoQraphutox i n li disi inqmahes two 
functional sodium channel subtype* in rat muscle cells 
developing in vitro 
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AB Na currents in cultured rat muscle cells converted to myoballs by 

treatment with colchicine were recorded by a yicja-ohro senl voltage-clamp 



AUTHOR (S) : 
CORPORATE SOURCE : 



SOURCE : 



procedure in the whole -cell configuration. Geographutoxi n II (GTX II). a 
novel polypeptide toxin from the piscivorous marine anail C. geographus. 
reduces Na currents in rat myoballs without marked alteration of the time 
course or voltage dependence of activation of the remaining current. 
Titration of the inhibition of Na currents by GTX II showed that, in 
individual myoballa, a fraction of the Na current averaging 49* was 
inhibited by saturating (26 mm) concns. of GTX II. The concentration-effect 

curve 

fit a noncooperative. 1:1 binding isotherm with a single dissociation constant 
<KD) for GTX II of 19 nM characteristic of inhibition of the tetrodotoxin 
(TTX) -sensitive Na channels of adult rat muscle. Titration of the Na current 
remaining in the presence of 2.5 (iM GTX II with TTX gave complete 
inhibition. The dose- response curve fit a noncooperative, 1:1 binding 
isotherm with a single KD for TTX of 1.3 u*i characteristic of 
TTX- insensitive Na channels of embryonic muscle. The action of GTX II was 
not frequency dependent. The all-or-none inhibition of these 2 Na channel 
subtypes by GTX II suggests substantial structural differences in the 
region of neurotoxin receptor site 1 on TTX-sensitive and -insensitive Na 
channels, and provides definitive evidence that these 2 Na channel 
subtypes function in parallel in muscle cells developing in the absence of 
innervat ion . 

IT B6414-2S-1 

RL: BIOL (Biological study) 

(sodium transport by muscle of embryo inhibition by) 

RN 864 14-29-1 CAPLUS 

CN n-Conotoxin G IIIB (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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AUTHOR (S) : 
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II Ml I 

C" NH- C-C- NH - CH— Bu - i 
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AB Leucinostatins H (I) and K (II) were isolated from submerged cultures of 
P. marquandii by silica gel chromntog. The elution solvent contained 
CHC15, Me OH and NH3 . The mol . structures were determined by physicochem. anal. 
Both I and II inhibited gram-pos. bacteria and fungi but had no 
significant activity against gram-neg. bacteria. 

IT 109539-57-3 109539-58-4 

RL: BIOJ. (Biological study) 

(antibiotic, from Paecilomyces marquandii) 

RN 1095jS-57-3 CAPLUS 

CN Leucinostatin K (9CI) (CA INDEX NAME) 



- CH2~N-Me 



RN 109539-58-4 CAPLUS 

CN Leucinostatin H (9CI) (CA INDEX NAME) 



o Me 



O Me 



ie-N- CH 2 - CH- NH-C-CH2-CH2-NH-C-C-NH-C-C-NH-C 



i-Bu-CH-NH^C 



i-Bu-CH- NH- 



Et-CH-CH=CH-C 
I 



antidiuretic and uterine to pressor se left i vi Ly than AVP. The uterine 
activities are the highest so tar assayed in AVP analogs *itn replacements 
in position 7. 

IT 10B666-1Q-8DP , benzhydrylantine resin-bound 108666- 1 9 • SOP 

, benzhydrylamine resin-bound 108666-20-2DP . benzhydrylamine 
resin-bound 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for ai gini ne- vasopress in analog) 

RN 10B666-lb-8 CAPLUS 

CN Olycinamide, S- I (4 -methylpheny 1 Imethyl] - L-cys teiny ! - L- tyrosy J - L- 

phenylalanyl-L-glutaminyl-L-asparaginyl -S- [ (4 -met hy lpheny 1 1 methyl 1 -L- 
cysteinyl-trans-4 - ( phenyl me thoxy ) - L- prol y 1 -NS - (iminol I <4- 
methylphenyllsultonyl ] aminolmethyl) -L-ornithyl- C9d) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Three arginine- vasopressin (AVP) analogs in which the proline residue in 
position 7 was substituted with 4 -hydroxyprol ine were synthesized by 
solid-phase techniques, and their biol. activities were evaluated by 
antidiuretic, pressor, and uterotonic bioassays. P-trans-4 -Hydroxy-L- 
proline)AVP, 1 - desaroino [7 - trans -4 - hydroxy- L- prol ine) AVP. and 
1 - do a a mi noJ7-cis-4- hydroxy - L- prol ine] AVP showed high antidiuretic and 
uterine activities, a sharp decrease in pressor activity, and a better 



.1 



NH 0 0 



RN 108666-19-9 CAPLUS 

CN Olycinamide, N- [3 - [ [ (4 -methyl phenyl Imethyl] thiol 1 -oxopropyl J ■ L-tyroayl -L- 



phenylalanyl - L-glutami ny I -L- asparaginy 1 -S- { (4 -me thy lpheny 1 ) methyl ] - L- 
cysteinyl-trans-4- (phenylmethoxy) -1,-prolyl -NS- [iminol [ (4- 
methylphenyllsulfony Domino] methyl] -L-ornithyl- (9C1) {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 108666-20-2 CAPLUS 

CN Olycinamide. N- [3 - [ ( (4 -methylphenyl ) methyl ] thiol - 1 -oxopropy 1 ) -L-tyrosyl -L- 
phenylalanyl - L-glutami nyl - L-asparagi nyl -s- t (4 -methyl phenyl > met hyl ] -L- 
cysteinyl -cis -4 -hydroxy -L- prolyl -N5- (imino [ I {4 - 

methylphenyl )sulfonyl] amino] methyl 1 -L-ornithyl- (9CI ) (CA INDEX NAME) 
Absolute stereochemistry. 
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Parallel packing ot ■ helixes in crystals of the 
zervamicin IIA analog Boc-Trp- 1 te -Al a - Aib- 1 le- Val - Aib- 
Leu-Aib-Pro-0Me-2H2O 

Karle. Isabella L , Sukumar, Muppallor Ralaram, 
Padmanabhan 

Lab. Struct.. Matter, Nav, Res. l«ih.. Washington, DC, 
20375 500 0, USA 

Proceedings of the National Academy -jt science* of the 
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Journal 
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ire of the title peptide was detei mined Despite the 
linoisobucyr ic acid lesidues. the peptide 
maintains a helical form. The first intrahelical hydrogen bond is of the 
310 type between N(3) and O<0>, followed by five "-helix type 



hydrogen bonds. Solution II! NMR studes in chloroform also favor a helical 
conformation, with seven sol vent -shielded NH groups. Continuous columns 
are formed by head- to- tail hydrogen bonds between the helical mols. along 
the helix axis. The absence of polar side chains precludes any lateral 
hydrogen bands. Since the peptide crystallizes with one mol . in a 
criclinic space group, aggregation of the helical columns must necessarily 
be parallel rather than antiparal lei . The packing of the columns is 
rather inefficient, as indicated by very few good van der Waals' contacts 
and the occurrence of voids between the mols. 
79395-B6-1D, Zervamicin HA, decapeptide analog 
RL: PRP (Properties) 

(crystal structure of) 
79395-86-1 CAPLUS 

L-Prol inamide, N- acetyl - L- tryptophyl -L-isoleucyl - L-glutaminyl -2- 
methylalanyl - L- isoleucyl - L- threonyl - 2-met hylalanyl - L- leucyl - 2 -met hylalanyl • 
<4R) -4-hydroxy-L-prolyl-L-glutaminyl - 2-methylalanyl - MR) - 4 - hydroxy- L- 
proly) -2 -met hylalanyl -N- I (IS) -1- (hydroxymethyl > - 2 -phenylethy 1 ) - (9CI) (CA 
INDEX NAME) 
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Dep. Crystal logi. Biophys.. Univ. Madras, Madras, 600 
025, India 

Indian Journal ot Biochemistry & Biophysics (19B7). 

24 (1) , 1-5 



CODEfJ: I JliDBQ ; ISSN: 0301-1208 

DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Restricted semi -empirical energy calcns. performed on fragments of 

antiamoebin I are presented. A sterically allowed conformation, based on 
these results, arrived at by trial and error using computer simulation 
techniques is reported. The model consists of 2 hinged segments, viz. a 
left-handed near u-helical N-terminal and a variable C-terminal . It 
is proposed that a 5- residue N-terminal u-helix dipole 
(phenylalanine-l to D- isovaline- 5) extends to 7 residues by a 
conformational change of the turn at Gly-6-Leu-7, thereby slightly 
enhancing the limited pore formation capability. The aggregation of 
monomers is considered for channel formation. These features on 
comparison with the action models of alamethicin suggest that antiamoebin 
should have weaker pore formation capabilities and a lesser number of monomer 
aggregates per channel. 

IT 64347-37-1, Antiamoebin I 
RL: PRP (Properties) 
(conformation of) 

RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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c-i-conotoxin : direct and persistent blockade of 
specific types ot calcium channels in neurons but not 
muscle 

McCleskey, e. w. ; Fox. A. P.; Feldman. D H . ,- Cruz, L. 
J.,- 01 i vera, B. M. Tsien. R w., Yoshikami, D, 
Sch. Med., Yale Un: v., New Haven, ct. 06510, USA 
Proceedings of tne National Academy ot sciences of the 
United States of America (19»7t. B4t::). 4327-31 

CODEN: PNA5A6; ISSN. O027-34 24 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Blockade of Ca2» channels by m-conoioxin GVIA. a 27 amino acid 

peptide from the venom of the marine snail conus geographus, was 
investigated with patch-clamp recordings of whole-ceil and unitary 
currents in a variety of cell types. In dorsal root ganglion neurons, the 
toxin produces persistent block of L- and N-type ca2. channels but only 
transiently inhibits T-type channels. Its actions appear to be 
neuron-specific, since it blocks high- threshol d Ca2- channels in sensory, 
sympathetic, and hippocampal neurons ot vertebrates but not in cardiac, 
skeletal, or smooth muscle cells. Block occurs through direct interaction 
of the toxin with an external site closely associated with the Ca2« chann*). 
without apparent involvement ot a 2nd messenger or dependence on channel 
gating. The tissue and channel -type specificity and the directness and 



slow reversibility of the block are features that favor use of 
u>-conotoxin as a tool for purifying particular neuronal Ca2 + 
channels and defining their physiol . function. 

IT 92078-76-7 

RL: BIOL (biological study) 

(calcium ion channels blockade by, in neurons) 

HN 9207B-76-7 CAPLUS 

CN W-Conotoxin G VIA (reduced) (9CI) <CA INDEX NAME) 
Absolute stereochemistry. 
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n-conotoxi ns share a common binding site 
tetrodotoxin/saxi toxin on eel electropJax 
channels 

Yanagawa. Yuchio. Abe, Teruo,- so take, Mei 
Brain Res. Inst., Niigata Univ., Niig.ita, 951, Japan 
Journal of Neuroscience (1987), 7(5). 1498-503 

CODEN : JNRSDS; ISSN: 0270-6474 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The binding characteristics ot conotoxin GIIIA. purified from the venom of 
a marine snail, Conus geographus, were studied using a radiolabeled 
monopropionyl derivative of the toxin i 3H - Pr- CGI I IA) ,- membranes of 
Electrophorus electricus were used in '.he study. ?H-Pr-camA bound 
specifically to a single class of satuiable hinding sites in electroplax 
membranes with a dissociation constant of 1.1 nM and a maximal binding c^p^city 
of 11 pmol/mg of protein. The latter <-alue was similar to the i 



specific binding sites (10 t 2 pmol/mg of protein) for 

3H-lysine-tetrodotoxin UH-Lys-TTX) . Monopropionyl CGIIIA and CGI1IA had 
similar inhibitory effects on the binding of 3H-Lys-TTX {1 nM) to 
electroplax membranes with median inhibitory concentration (IC50) values of 3.5 
and 0.9 nM, resp. The association and dissociation of 3H-Pr-CGIIIA and 
electroplax membranes were much slower than those of 3H-Lys-TTX and the 
membranes. M-Conotoxins (CGIIIA and CGIIID) and guanidinium toxins 
(TTX and saxitoxin) inhibited 3H-Pr-CGIIIa (1 nM) binding to electroplax 
membranes with ICS0 values ot 0.6, 1.1, 7,1, and 2.2 nM, resp. However, 
several other kinds of neurotoxins and local anesthetics known to interact 
with Na channels did not affect 3H-Pr-CGIIIA binding. Thus, the 
H-conotoxins must be classified in the same group of Na channel 
inhibitors as guanidinium toxins, since they competed with guanidinium 
toxins for binding sites on the Na channel . The peptide M-conotoxins 
should be useful in studies on the functional and structural domains of Na 
channel proteins. 

IT 86394-16-3 86414-29-1 

RL: BIOL (Biological study) 

(binding characteristics of, to eel electroplax membranes, saxitoxin 
and tetrodotoxin in relation to) 
RN 86394-16-3 CAPLUS 

CN u-Conotoxin G IIIA (reduced) (9CI) (ca INDEX NAME) 
Absolute stereochemistry. 
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CN u-Conotoxin g iiib (reduced) (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS Oil STN 
1987:212545 CAPLUS 
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Peptide, microbiological process tor its production 
and iis use as an antibiotic, cytotoxic- and 
phythotoxic agent 

Tuttobello. Lorenzo; casinovi, carlo Giulio; Rossi. 
Carlo 

Consiglio Nazionale delle Ricerche, Italy; Istituto 
Superiore di Sanita 
PCT Int. Appl.. n pp. 

CODEN : PIXXD2 

Patent 
English 



APPLICATION NO. 



WO 19B6-IT23 



AU, JP, US 



RW; AT. 



CH. DE. FP, 



GL 1 , IT. LU. 
19661023 
19871014 



SF. 



PRIORITY APPLN. INFO,; 



AU 1986 5<;620 19B60321 

EP 198C-901996 19860321 
DE. FR. GB. IT. I.I. LU. NL. SE 

TT 1985 4 7BS9 A 19850328 

WO 1586 IT23 A 19860321 

AB A peptide, MeEse - MePt o- Leu HyLe«; - Aib- Leu Leu-Am Ail) hAln -DAP (MeEse 
» 3«-met hylhexenoi c iicid. MePro » cis • i -methyl prol i ne. Hyleu « 
-treo- p-hydroxyleucine. Aib = « -'ami noisobutyr l c acid. DAP ■ 
dimethylamino-2-aminopropane) (1) possessing antimicrobial, cytotoxic and 
phytotoxic activities is manufactured ny cultivation ot Paeci loraycefl . A 

composition 

containing ic is also given. P. maruuandii was cultivated in a medium 
containing 



0,11 yeast autolysate and 3* glucose at pH 6, 27* with agitation 

and aeration for 4 days. The culture filtrate was extracted with benzene and 

chroma tog raphed on silica gel to yield I. The MICs of I against 

Staphylococcus aureas and Trichophyton mentagrophytea were 6.2 mool/mL 

in agar, and the ID50 against KB cells was 0.95 ug/mL. I was also 

phytotoxic to Supermarmande tomato cuttings. 

10B426-S0-0P 

RL: BMF <Bi oindustr ia 1 manufacture); BIOL (Biological study!; PREP 
(Preparation) 

(manufacture of. with Paecilomyces marquandii, as antibiotic and cytotoxic 
and phytotoxic agent) 
108426-90-0 CAPLUS 

Leucinostatin D (9Ci) (ca index name) 



Me O O Me O Me 0 

II II i II I II 

le2N CH2--CH- NH— C — CH2 — CH 2 — HH~ C _ C™ NH~ C~ C~ NH~ C 



i-Bu-CH-NH- C 
I 

i-Bu-CH-NH- 



Et-CH-CH— CH-C 



Brain Res. Inst., Niigata Univ., Niiqata, 951, Japan 
European Journal ol Pharmacology (1987). 135(3). 
337-43 

CODEN : EJPHAZ; 13SK- 0014 2999 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The effects of chemical synthesized m-conotoxin GVIA I 

92078-76-7) (a neurotoxic peptide from Conus geographus) on 
synaptic transmission at the bullfrog sympathetic ganglion, frog 
neuromuscular junction, and elec. organ of the ray. Narke japonic*, were 
studied. The synthetic toxin irreversibly suppressed synaptic 
transmission at these synapses by arresting the release o! transmission 
from the nerve terminals without showing postsynaptic ettects. This 
action of the toxin was elfectively antagonized by high cos tens . of 
extracellular Ca2«. The synthetic toxin irreversibly blocked the 
Ca2 * -dependent action potential of bullfrog sympathetic ganglion cells. 
Evidently m-conotoxin GVIA blocks synaptic transmission by 
interfering with the Ca2* influx through the voltage sensitive Ca2* 
channel of the nerve terminal. The chemical synthesized m-conotoxin 
GVIA acts exactly like the natural <»-conotoxin GVIA Thus, the 
synthetic toxin can be used in place of the natural toxin as a useful 
probe for the voltage-sensitive Ca2* channel in the nervous system. 

IT 92078-76-7 

RL: BIOL (Biological study) 

(neurotransmission inhibition by. calcium channel blockade in relation 
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Differencial blocking action ot syntnetic 
m-conotoxi n on components ol calcium channel 
current in clonal C5H3 cells 
Suzuki, Nobuyuki; Yoshioka. Tohru 
sen. Med., Kitasato Univ., Kanagawa. Japan 
Neuroscienco Letters (1987). 75<2>. 235-9 
CODEN : NELED5; ISSN: 0304-3940 
Journal 
Engl i ah 

AB The effect of synthetic »>-conotoxin ( 92078-76-7 J on Z 

types of Ca2* channels in clonal rat pituitary col la <CH3) was studied 

using the whole-cell variant of the patch-clamp technique A low concentration 

of o>-conotoxin (50 nM) was sufficient to block a long - ! ast nig Ca2« 

channel current Out a much higher concentration II uM) had little effect on a 

different type of Ca2» channel current, which was activated at relatively 

more neg . voltages and showed marked i nact i vat ion . The synthetic coxin 

preferentially targeted a specific type of Ca2. channel and might provide 

a unique and powerful too! for studying the mot properties of Ca2» 

channels and the functional role in the process of hormonal secretion. 

IT 92078-76-7 

RL: BIOL (Biological studyl 

(synthetic, calcium channels response to, in OH3 celU! 

RN 92078-76-7 CAPLUS 

CN <.>-canotoxin G VIA (reduced) <9CI> <ca INDEX NAME) 
Absolute stereochemistry. 
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106: 176B40 

.Synthesis O! M-conotoxin GVIA with three 
intramolecular disulfide bridges 

Mishiuchi. Yuji.- Kumagaye, Kumiko Yoshiznwa; Noda. 
YuKo: Watanabe, Taxushi X.; saltan ibara. Shumpei 
Protein Res. Found , Peptide Inst. Inc., Osaka, 562, 

Peptide Chemistry (1986), Volume Date 1*85. 2Jrd, 
77-82 

CODEN: PECHDP; ISSN: 038B-3698 

Journal 
English 



H-Cys-Lys-Ser-Hyp-Gly-ser-Ser-Cys-sei -Hyp-Thr-Ser-Tyr-Asn- 

15 i | 20 25 

Cya-Cys-Arg-Ser-Cys-Asn-Hyp-Tyr-Thr-t,ys-Arg-Cys-Tyr-NH2 



AB Title peptide I was prepared by fragment condensations in solution using 
protected 1-5. 6-14. 15-21, and 22-27 segments. The final protected 
27-peptide was deblocked by HF/anisole to give linear 27-peptide containing 6 
Cys(Acm) residues in 60V yield. The latter was Acm-deblocked by Hg(OAc>2 
and then cyclized by air oxidation to give 30* I. The positions of the 3 
disulfide bridges in synthetic I were determined via enzymic digests. Biol, 
activity data indicated that synthetic I possesses the same secondary 
structure as native peptide. 

IT 107897-31-4 

Rl> : RCT (Reactant),- RACT (Reactant or reagent) 

(phenacyl cleavage and peptide coupling with protected 
ui-conotoxin GVIA fragment) 
RN 107397-31-4 CAPL.US 

CK L-Asparagine, N2- IN- |N- |N- (1- [N- IS- I (acetylamino)methyl] - N- [N- IN- [11,1- 
dimetnylethoxy) carbonyl] -0- (phenylmethyl) -L-seryl] -0- (phenylmethyl) - L- 
seryl] - 1,- cysteinyl ] -0- (phenylmethyl) -L-seryl] -trans-4- (pheny lmethoxy ) -L- 
prolyl ] -O- (phenylmethyl ) -L-thveonyl 1 -O- (phenylmethyl ) -L-seryl ) -O- I [ H- 
bromophenyl lmethoxy] carbonyl ] -1,-tyrosyl) 2 -oxo- 2 - pheny lethyl ester (9CI) 

<CA INDEX NAME) 

Absolute stereochemistry. 
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107929-75-9P 

RL: RCT (Reactant),- SPN (Synthetic preparation); PREP (Preparation); RACi 
(Reactant or reagent) 

(preparation and debl ocking -oxidat i ve cyclization of) 
107929-75-9 CAPLiUE 

*.i-Conotoxin G VIA (reduced), 1- (S- t (acetyl amino) methyl ) - 1, - cysteine] - 
8- (S- I (acetylamino)methyll - L,- cysteine ] -IS- Is- [ (acetyl ami no) methyl J -L- 
cysteine] -16- [S- | (acot.y lam j no) methy I ] L cysteine! ■ l& is- 

I (acetyl ami no (methyl ] • L- cysteine] - 26 I a I (acety 1 amino) methyl j • L- cysteine! - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Presynaptic calcium antagonise <o-conotoxin 
irreversibly blocks N-type calcium channels in chick 
sensory neurons 

Kasai, H , i Aosaki, T . .- Fukuda, J. 
Fac. Med., Univ. Tokyo, Tokyo, Japan 

Neuroscience Research (Oxford, United Kingdom) U9B7) , 
4(3), 228*35 

CODEN: NERADN; ISSN: 0168-0102 
Journal 
English 

AB Studies on differences of the 3 types of Ca currents (N-, L-, and T- types) 
in whole-cell clamped, cultured embryonic chick sensory neurons revealed 
that the majority (94%) of the Ca currents in the nerve cells were the 
N-type. M-Conocoxin (f.»CTX) [ 92078-76-7], a blocker 

of transmitter release at the presynaptic terminals, induced a complete 
and irreversible blockage of ca currents elicited from the resting 
membrane potential (-60 mV> in 29 cells among SB. The Ca currents thus 
irreversibly blocked by the nCTX (at 5 mM) were determined as the N-type 
(neuronal). a3 they were insensitive to nifedipine (5 u*» or were 
reduced in amplitude by Bay K. 8644 15 mm). A small fraction (12%) of 
the total Ca currents, which were still present after the «>CTX 
treatment (in the rest of 29 cells), were pure L-type (long- lasting) Ca 
currents, as they were enhanced by the Bay K and were blocked by the 
nifedipine. u»cTX was a partial and reversible blocker of the L-type 
Ca currents. Furthermore, T-type (transient) Ca currents elicited in the 
hype rpolari zed membrane (at -100 mV) were blocked by wCTX in an 
incomplete and reversible manner. The N-type ca currents thus separated in 
the nerve cells exhibited various differences in features of the 
voltage-dependence and ionic selectivity from the L- and T-type Ca 
currents . 
IT 9207B-76-7 

RL: BIOL (Biological study) 

(N-type calcium channels blockade by, in sensory neurons) 

RN 92078-76-7 CAPLUS 

cn m-conotoxin G VIA (reduced) (9CI.) (CA index NAME) 
Absolute stereochemistry. 
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Photoaf f ini ty labeling of the receptor for 
ro-conotoxin 

Abe, Teruo; Saisu, Hideo 

Brain Res. Inst., Niigata Univ., Niigata, 951. Japan 
Proceedings of the Japan Academy, Series B : Physical 
and Biological Sciences (1986), 62(10), 416-18 
CODEN: PJABDW; ISSN: 0386-2208 
Journal 
English 

conotoxin GVIA (I) ( 92078-76-7) derivative 
230,000-, and 34 , ooo-dalton fractions of rat brain 
synaptic plasma membrane after UV radiation. These components apparently 
constitute the receptor for I in the synaptic plasma membrane. Since I 
probably attacks the Ca channel itself, these substances are very likely 
components of the Ca channel. 
IT 92078-76-7 

RL: BIOL (Biological study) 

(receptors for, of brain membrane) 
RN 92078-76-7 CAPLUS 

CN ..i-conotoxin G VIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Specificity of prolyl endopept idase 
Nomura , Koh j i 

Dep. Biochem., Tokyo Metrop. Inst. Gerontol . , Tokyo, 
1 73 , Japan 

SOURCE: FEBS Letters U5B6), 209 (2), 235-7 

CODEN: FEBLAL,- ISSN: 0014-5793 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB A series of tetiapept ides , Cbz (Bz) -Gly-X-I.eu-Gly (where Cbz . 
Nn-benzyloxycarbonyl , Bz » N-i-benzoyl, and x . amino acid) 

were synthesized, and the kinetic parameters kcat (catalytic rate constant) 
and kcac/Km were determined for their hydrolyses by prolyl endopept idase fr< 
Flavobacterium. The peptides with X • N-Me-Ala. Sar. and Ala (where Ala 
and Sar * alanyl and sarcosyl , resp.) as well as the standard substrate (X 
proline) were good substrates, while those with X » n- ami nobutyry 1 , 
hydroxyprolyl (Hyp), seryl (Ser) . and glycyl were poor substrates, and 



those with X = pipecolyi, u-aminoisobutyryl , N : Me-valyl, 

N-Me-leucyl, Hyp(O-Bzl), and Ser(O-Bzl) (where Bsl * benzyl) were not 

cleaved at all. These results suggest that the specif icity-detenaining site or 

Sl subsite of the enzyme is designed to fit exactly the proline residue of 

the substrate with allowance for the residues carrying substituents at the 

N and/or Cu, which must not exceed the size of the pyrrolidine ring 

of proline. 

IT 107089-75-8 

RL: BIOL, (Biological study) 

(prolyl endopeptidase specificity in Plavobacterium in relation to) 
RN 107089-75-8 CAPLUS 

CN Glycine, N- (N- [1 • (N-benzoylglycyl ) -trans-4- (pheny Imethoxy ) -L- prolyl ] -L- 
leucyll- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



107077-79-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with prolyl endopept idase of Flavobacterium, kinetics of) 

107077-79-2 CAPLUS 

Olycine, N- [N- (1- (N- benzoyl glycyl ) - 1 rans -4- hydroxy- L- prolyl ) -L-leucyl) - 
(9CI) (CA INDEX NAME) 
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Design, synthesis and biological activity of 

topological ly related partial nonpeptidic 
peptidomimetic analogs of substance P 

Rubin i, Eli,- Wormser, Uri,- Levian -Teitel baum. Dina; 

Laufer. Ralph,- ai Ion, Chaim; Selinger, Zvi ,• Chorev. 



Mic 



el 



Dep. Pharm., Hebrew Unii 
Israel 

Pept.: Stz'uct. Funct . . 
(1986), 635-8 
CODEN : 54ZHAJ 



Jerusalem, Jerusalem. 9190' 



Proc. Am. Pept. Sytnp., 



conference 
Engl ish 



-Hyp(Bzl ) ? (CH20)Gly- - 



AB Substance P <SP) hydroxyprol i ne (Hyp) analogs IpyroGlu6) SP6- 11 , |pyroGlu6, 
desGly9]SPl-ll , [pyroGlue, Hyp ( Bsl ) 8) SP6- 1 1 (I), and [pyroGlu6, Hyp(Bzl>8, 
desGly9]SP6-ll IBzl = PhCH2. Hyp exists as trans-L. cis-L. and cis-D 
isomers) were prepared and their hiol. activities measured. I were more 
active than the desGlyS analogs. Analogs containing the t rans • L-Hyp ( Bz 1 ) 
residue were the most active. This residue and retro- inverso bond CH20 
were incorporated into peptide |pyroGlu6, trans-L- 
Hyp(Bzl)8>v(CH20)Gly9]SP6-ll, which was 5 times more active than 
trans -L- I . 

IT 106815-24-1P 106820-39-7P 106863-25-6P 

RL: bac (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified),- SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation and biol . activity of) 
RN 106815-24-1 CAPLUS 

CN L-Methioninamide. 5-oxo- L-proly 1 - L-phenylalanyl -trans-4 - (pheny Imethoxy) -L- 
prolyl -L-leucyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I ' 0 

1 



RN 106820-39-7 CAPLUS 

CN L-MeUuoniiiamide, 5-oxo - 1.- prolyl - 1.- pheny 1 al any 1 - ci s - 4 - (pheny Imethoxy) -D- 
prolyl -L-leucyl - <5CI) (CA INDEX NAME) 

Absolute stereochemistry. 
H2» O 




RN 106B63-25-6 CAPLUS 

CN L-Methioninamide, !»-ox 
prolyl - L-leucyl - <9CI) 

Absolute stereochemistry. 
H2N^ .-.0 



(o 



1 



ANSWER 4 72 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



1987:67645 CAPLUS 
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Synthetic studies on macrocycl ic peptide antibiotic 
echinocandins 

Kurokawa, Natsuko; Ohfune, Yasufumi 
Suntory Inst. Sioorg. Res., Japan 

Tennen Yuki Kagobutsu Toronkai Koen Yostushu (1985). 

27th, 275-82 

CODEN : TYKYDS 

Journal 

Japanese 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT 



otal synthesis of echinocandin C (1) are described, 
unusual amino acid moieties II -V were carried out from 
nivative and/or the vinylglycine equivalent in an efficient 
(selective introduction of h- or y- hydroxy! 
hexapeptide VI was prepared by solution methods. The 
VI to I is in progress. 



AB Approaches to the t 
The syntheses of 4 
the allylglycine d. 
manner via a sterei 
group. The acycli< 
cyclization step o 

IT 104197-59-3P 

RL: SPN. (Synthetic preparation); PREP (Preparation) 

(preparation of, ;ts acyclic hexapeptide precursor of echinocandin el 

RN 104197-59-3 CAPLUS 

CN L- Prol inamide, erythro-4 - ([(1,1 -dimethyl ethyl ) di mot hy» s i lyl loxy) -5.5- 
dimethoxy-N- (1 - oxo 12-octadecadienyl ) - L-norvaly t O- 1 (1 . 1 - 
dimethylethyDdimethylsilyl 1 -L- threony 1 - 1 rans -4 - nydroxy- L-prolyl-4- (4- 
hydroxyphenyl ) - L- 1 hreonyl - L- threony 1 - 3 - hydroxy- 4 -methyl • , 
(1 (9Z,12Z),2«.3h.4h)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



^ UK. 




oh \ =/ Me Me 



10 



0~ 5 i - Bu - 1 



C CH CH- Me 

1 ;l I 

O NH 2 

C — 0 OH 

I ! 

OH NH O Me— CH 0 

I i ; ii 

l-"* : ■ "CH2--CH- CH C BIJ-CH-C' N 

V 1 



106391-79-1P 106391-80-4P 

RL: SPN (Synthetic pr epa ra t i on > PREP (Preparation) 

(preparation of, na intermediate for acyclic hexapeptide precursor of 

echinocandin c) 
106391-79-1 CAPLUS 

L-Prol inamide, O- [ (1 , 1 -dimethyl ethyl > di methyl silyl ) -N- 

[ (phenyl met hoxy) car bony 1 1 -L-threonyl - trans - 4 - hydroxy- L- prolyl -4 - (4- 

hydroxyphenyl ) -L-threonyl - L- threonyl - 3 - hydroxy -4 -methyl - , 

[2<l,3p.4p>- (9CI) (CA INDEX NAME) 



l! 

H2K C 



I 



CH- Me 0 



O NH-C-0-CH2- Ph 

ii : 

C-CH-CH-Me 
C ~ — CH— HH— C 0 | I Me 

p CH2-CH-CH-HH-C— ^ i-si-Bu-t 

° H \ Me 



106391-80-4 CAPLUS 

L-Prol inamide. 0- [ (1 , 1 -dimethylethyl ) dimethyl si lyl ) - L-threonyl • trana-4- 
hydroxy-L- prolyl -4 - (4 -hydroxypheny 1 ) - L-threonyl -L-threonyl-3- hydroxy- 4 - 

methyl-. (2U.3P.4P)- (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 106:62700 

TITLE : Characterization of the <a-conotoxin target. 

Evidence for tissue-specific heterogeneity in calcium 
channel types 

AUTHOR(S): Cruz, Lourdes J ; Johnson. David S..- Olivers. 

Baldomero M. 

Dep. Biol., Univ. Utah, 'Salt. Lake City, UT. 84112, USA 
Biochemistry (1987), 26(3). 820-4 
CODEN: BICHAW, ISSN: 0006-2960 
DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB The characterization of a biol . active, homogeneous 1251-laneled 
monoiodinated Tyr22 derivative of o-conotoxin ' 92073-76-7 J 
and its use in binding and cross - 1 i nki ng studies are described. The 
1251-labeled toxin is specifically cross - 1 inked to a receptor protein with 
an apparent mol . weight of 135.000. The stoich i omet ry between 
w-conotoxin and nitrendipine [39562-70-4) binding sites in 
different chick tissues was determined Skeletal muscle has a high 

concentration of 

|3H)nitrendipine binding sites (>1000 fmol/mg) hut no detectable 
m-conotoxin sites U7 fmol/mg). Brain microsomes have both binding 
sites, but M-conotoxin targets are in excess. These results, 
combined with recent electrophysiol . studies define 4 types of Ca channels 
in chick tissues, N, T. Ln (w sensitive), and Lm (pi 
insensitive), and are consistent with the hypothesis that the 
n-subunits of certain neuronal Ca2+ channels (Ln, N) are the mol. 
targets of o-conotoxin , 
IT 92078-76-7 

RL: PRP (Properties) 

(characterization of, calcium channels in relation to) 

RN 92078-76-7 CAPLUS 

cn <.>-conotoxin G VIA (reduced) (9CI) (CA INDEX name) 
Absolute stereochemistry. 



r 



Y 



(C» 2 )4 O ^o- S y 



r fY s 

■ o 



NH 2 



H 2 N H 

Y 1CH2>3 

f? Nil J? ? 

I o Jo Jo H2N. J 

HO HS V |j"' 
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AB The voltage-acti 
45Caz. influx int 
predepolari zation 
voltage- sensitive 



CAPLUS COPYR I GHT 2007 ACS on STN 
1987:45828 CAPLUS 
106:45828 

Brain voltage-sensitive calcium channel subtypes 
differentiated by <»-conotoxin fraction GVIA 
Reynolds, Ian J.; Wagner, John A..- Snyder, Solomon H . .- 
Thayer, Stanley A.; Olivera, Baldomero M, ; Miller. 
Richard J. 

Sch. Med., Johns Hopkins Univ., Baltimore. MD, 2120S. 

USA 

Proceedings of the National Academy of Sciences of the 
United States of America (1986). 83(22), 8804-7 
CODEN: PNASA6; ISSN: 0027-84 24 

Journal 
English 

ted influx ot Ca2» into synapiosones was studied. Fflpid 
o synaptosomes , measured at 1 S. was blocked by 
and by low concns . ot Cd. as anticipated for 
ca channels (vsccs) . However, fluxes were insensitive 



Co dihydropyridine drugs that 
nitrendipine. Bay K $644, and 
antagonists. Including verapa 
uptake in a nonspecific fashi 



block or activate VSCC3. including 
(♦>- and < - > - PN202 - 79 1 . Pheny la lkylomine Ca 
lil and desmethoxyverapami 1 , blocked 4 5Ca2* 
in. The peptide o-conotoxin fraction 



CVIA (di-CgTx GVIA) blocked 4SCa2* uptake in a biphasic fashion, 
a 30% reduction at 50 pM toxin and a further decrease at concns . >S nM. The 
toxin inhibited neurotransmitter release from synaptosomes in nanomolar 
concns.. corresponding to its low-affinity effects on 4 6Ca2* influx. The 
t.i-CyTx GVIA also inhibited depolari zat ion - induced increases in 
intracellular Ca2. concentration in single hippocampal and striatal neurons. 
Thus. (u-CgTx GVIA blocks VSCCs in both cell bodies and nerve 
terminals and the predominant form of VSCC in nerve terminals is the 
dihydropyridine-insensitive N type. 

IT 9207B-76-7 

RL: BIOL {Biological study) 

{voltage-sensitive calcium channels of brain differentiation by) 

RN 92078-76-7 CAPLUS 

CN m-ConotOxin G VIA {reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




I H < • H I 

H j. H || H 

1 0 » O H2N 
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1 B I' 

* o 




H 2 N N 

H2N -^° o I (CH2>3 o 
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1987:13519 CAPLUS 
106:13519 

Effects of calcium antagonists on the action potential 
and their relationship to the muscarinic ACh actions 
in isolated sympathetic neurons of rabbits 
Mochida, Sumiko; Kobayashi, Haruo 

Dep. Physiol., Tokyo Med. coll., Tokyo. 160, Japan 
Neuroscience Letters (1986), 72(2), 205-10 

CODEN: NELED5; ISSN: 03 04-3 940 
Journal 
Engl ish 

Muscarinic induced depressions of the shoulder in the falling phase as 
well as the after-spike hyperpolarization and depolarization of the action 
potential in the isolated sympathetic neurons of rabbits were mimicked by 
a novel peptide Ca channel blocker, 1.1-conotoxin [ 92078-76-7 
] (0.1-0.5 um) . C02. ions (0.1-2 mM) showed bidirectional effects on 
the shoulder, an early depression followed by a later prolongation, 
whereas they consistently induced depressions of other components. Organic 
Ca channel blockers, verapamil [52-53-91 and D-600 U6662-47-81 d-50 
um> and nifedipine 121829-25-4] (0.1-1 hm) appeared to have other 
eftects as they caused a prolongation of the falling phase that was 
shortened by further application of acetylcholine (ACh) (51-84-3]. 
92078-76-7 

RL: BIOL (Biological study) 

(sympathetic neuron action potential response to) 
92078-76-7 CAPLUS 

m-Conocoxin G VIA (reduced) (9CI> (CA INDEX NAME) 



HO 




[' r 1 X 

1 0 H2N. 1 



Absolute stereochemistry. 



TSi 



HO. Me 



j' H "J" 




until the total cellular nucleic acid content reaches 0.10 g/L and 

thereafter at pH 9.0-11.0. Thus, the strain was precultured at pH 9.6 and 

inoculated into a medium containing glucose 0.2. soluble starch 3, soy he,™ r>eal 

1.5. peptone 0.3, dry yeast 0.2, K2HP04 0.1, NaCl 0.1, MgSO< . 7H20 0.05*. 

and 3ome Fe, Cu, Zn, and Mn at 2B D /pH 6.B for 24 h. Thereafter, 5% 

KHC03 was added and the medium <pH .apprx. 9. 2) aerated an addnl . 3 days to 

give 600 ug/mL antibiotic, vs. 86 ug/mL with initial addition of 1% 

Na2C03 (pH .apprx. 10 .25) . 

76600-3B-9P 

RL: 8MF IBioindustr ial manufacture); BIOL (Biological study),- PREP 
(Preparation) 

(manufacture of. with Paecilomyces lilacinus) 
76600-38-9 CAPLUS 

Leucinostntin A (9CI) (ca INDEX NAME) 



O 

-CH- C 



CH CH- pr-i 



C NH CH-CH2-CH Ch"2 CH CH2 C Et 



o V 




Me O 

i t: 



Me O 

I ll 
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C- NH- C-C- NH- CH- 



ANSWER 476 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER; 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 



1986:621601 CAPLUS 
105:224601 

Peptide antibiotic 1907 

Beppu. Teruhiko,- Sato, Mitsukatsu,- 

Sanraku Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 3 pp. 

CODEH: JKXXAF 

Patent 

Japanese 



Ishikura, Tomoyuki 



JP 611-16195 

PRIORITY APPLN. INFO 

AB Peptide antibiotic 1907 £CA 9a 



APPLICATION NO. 



3703 JP 1984-265412 19841218 

JP 1984-265412 19841218 
15 160x1 is produced in a good yield by 



cultivating Paecilomyces lilacinus Number 1907 in a medium at pH 6.5-7.5 
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ACCESSION NUMBER: 1986:620613 CAPLUS 

DOCUMENT NUMBER: 105:220613 

TITLE: Blockade of transmitter release by a synthetic venom 

peptide, «>-conotoxin 
AUTHOR(s): Enomoto, Kohichi; Sano, Kazuya; Shibuya, Yuzo,- Maeno, 

Taknshi 

Dep. Physiol., Shimane Med. Univ., Shimane. 693, Japan 
Proceedings of the Japan Academy, Series B: Physical 
and Biological Sciences (1986), 62<7), 267-70 
COD EN : PJABDW,- ISSN: 0386-2208 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB To determine whether synthetic ">-conotoxin [ 92078-76-7 J had 

the same effect on nerve-muscle preparation as the natural toxin <conotoxin 
GVIA) isolated from the venon of Conus geographus, frog pectoris and 
snrtoris prepns . were exposed to the synthetic toxin and the endplate 
potentials were determined in the presence of Ca at concns. of 0.9-10 mM, at 
mM o»-conotoxin, the endplate potential amplitude was reduced 
.apprx. sot in 30 min at 0.9 mM Ca in the bathing Ringer solution As the ca 
concentration was increased, the amplitude reduction was reversed and at 10 1 

Ca, 

the effect of the toxin was abolished. Thus, the action of the synthetic 
toxin <Ca-channel blockade) paralleled that of the natural toxin and could 
serve as a useful tool in studying the difference in voltage-dependent Ca 
channels in various tissues. 

IT 92078-76-7 

RL: BIOL (Biological study) 

(calcium channel blockage by, in nerve-muscle prepns., endplate 
potential in relation to) 
RN 92078-76-7 CAPLUS 

CN 1.1-Conotoxin G VIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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ab Geographutoxi 



CAPLUS COPYRIGHT 2007 ACS on STN 
1986:620606 CAPLUS 
105:220606 

Geographutoxin II, a novel peptide inhibitor of sodium 
channels of skeletal muscles and autonomic nerves 
Ohizumi, Yasushi; Minoshima. Shinsei; Takahashi. 
Masami ,- Kajjwara, Akiko; Nakamura, Hides hi. Kobayaahi, 
Junichi 

Mitsubishi -Kasei Inst. Life Sci . , Machida, 194, Japan 
acology and Experimental Therapeutics 
2-13-8 

SSN: 0022-3565 




Journal of Pha 
(1996), 239(1) 
CODEN: J PETAB ; 

Engl ish 
II (I) (86414-29-1) 



10-9-10-7M) 

nhibited twitch responses of the isolated mouse diaphragm to direct 
stimulation in a dose-dependent manner. The contraction of the diaphragm 
induced by grayanotoxin I or veratridine was abolished by I (3 ♦ 
10-7M), whereas the contractile response to KCl or caffeine was not 
affected. I induced similar effects on isolated bullfrog sartorius 
muscles, but required higher concns. (6 ♦ 10-7-3 » 10-6M) . I 
(>10-6M) inhibited or abolished the action potential evoked in sartorius 
muscles markedly. In the isolated guinea pig vas deferens and ileum. I 
caused a dose-dependent inhibition of the twitch responses to indirect 
nerve stimulation at concns. of 3 • 10-B-10-6M and 10-7-10-6M, resp. 
But the toxin had no effect on the dose contracti le - response curves for 
norepinephrine, carbamy lcJiol ine, or KCl in the vas deferens and for 
carbamylcholine or histamine in the ileum. I (5 ♦ 10-8-10-6M) 
decreased norepinephrine release induced by veratridine from the vas 
deferens in a dose-dependent manner. These results suggest that I blocks 
the voltage-sensitive Na channels in the cell membrane of skeletal muscles 
and autonomic nerves and these may play an important role in the 
mechanisms of inhibitory effects of I on contractile responses of these 
tissues to elec. stimulation. 
IT 86414-'29-l 

RL. BIOL (Biological study) 

(voltage-sensitives sodium channels Df autonomic nerve and muscle 
blockade by) 
RN 86414-29-1 CAPLUS 

CM ^-Conotoxin G IIIB (reduced) (9CI) (CA INDEX NAME) 
Absolute SLereochemistry . 



(CH 2 )4 0 (CH 2 )3 



* N** NH2 
H 

M«S 



Absolute stereochemistry. 



Y V V V 
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0 Me s\ 
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DOCUMENT NUMBER: 105:185982 

TITLE: Membrane channel forming polypeptides. Molecular 

conformation and mitochondrial uncoupling activity of 
antiamoebin, an <»-aminoi sobutyr i c acid 
containing peptide 

Das. Manoj K . ,- Raghothama, S . ,■ Balaram, P. 
Sophisticated lustrum. Facil., Indian Inst. Sci., 
Bangalore, 560 012, India 
Biochemistry (1986), 25(22). 7110-17 
CODEN: 01 CHAW; ISSN: 0006-2960 
Journal 
English 

AB The conformations of the 16-residue fungal peptide antiamoebin I were 
studied in DMSO solution by 1- and 2-dimensional NMR techniques. A 
substantial number of resonances in the 270-MHz 1H NMR spectrum were 
assigned. Intramolecularly H-bonded (solvent inaccessible) NH groups were 
identified by determining solvent and temperature dependence of NH chemical 

shifts and 

rates of H-D exchange. Ten backbone NH groups are inaccessible to 
solvent, whereas 3 NH groups assigned to phenylalanine- 1 ■ 
aminoisobutyrate-2, and -S residues are exposed to solvent. The NMR 
results, together with the stereochem. constraints imposed by the presence 
of <«-aminoisobutyryl , isovalyl, prolyl, and 4 - hydroxypropyl 
residues, favor a highly ordered structure. Two backbone conformations 
consistent with the data are considered. Antiamoebin is shown to be an 
effective uncoupler of oxidative phosphorylation in rat liver 
mitochondria, providing evidence for its membrane-modifying activity. 

IT 64347-37-1 

RL: BIOL (Biological study) 

(conformation and phosphorylation uncoupling activity of) 

RN 64347-37-1 CAPLUS 
. CN Anci&BWbin 1 (9CI) (CA INDEX NAME) 



H-N O 
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105 : 173030 

Total synthesis of echinocandins . II. Total 
synthesis of echinocandin D via efficient peptide 
coupling reactions 

Kurosawa, Natsuko,- Ohfune, Yasufumi 
Suntoiy Inst, nioorg. Res.. Osaka, 618, Japan 
Journal of the American chemical Society (1986), 
108 (19), 6043-5 

CODEN: JACSAT; ISSN: 0002-7863 . 

Journal 

Engl ish 

CASREACT 10S: 173030 
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Echinocandin D (I, R * 
OMe, Rl « CH2NHC02CMe3 
resulting II (R 
azide. The deblocking 
R3 « 51 (CMe3)Me2) (IV) 
echinocandin c (I, R » 



prepared by deblocking hexapeptide IJ (R ■ 
H, R3 * Si(CMe3)Me2] (III) and cyclizing the 
Rl = CH2NII2, R2 • R3 « H) by dipheny lphosphory 1 
of II |R . Nil 2 , Rl * CH(OMe)2. R2 » OSi <CMe3 ) Me 2 , 
followed by an attempted cyclization failed to give 
oh). in and iv were prepared from their amino acid 



constituents via peptide coupling reactions. 

IT ' 104213-53-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
1 (preparation and amidfjtion-deblocking of) 

RN 104 2 13 -53 -S CAPLUS 

CN L- Proline. 1- (N- [N- ll - 10- t <1 , 1 -dimethyl ethyl ) dimethyls i lyl] -N- 

i (phenylmethoxy) carbonyl t -L-threonyl 1 - 1 rans -4 - hydroxy- L-prolyl J -4- (4- 
hydroxyphenyl ) -L-threonyl ] - L- threony 1 ] -3 -hydroxy-4 -methyl - , methyl ester , 
(2«.3h,4(*J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



O 

A, 

HN O Ph 



R Me 



104197-60-6P 

RL: RCT (Reactant),- SPN (Synthetic preparation},- PREP (Preparation); PACT 
(Reactant or reagent) 

(preparation and attempted cyclization of) 

104197-60-6 CAPLUS 

L- Prol inamide, erythro-4 -hydroxy- s-oxo-N- (l-oxo-9, 12-octadecadienyl ) - L- 
norvn lyl -L-threonyl -trans -4 -hydroxy- L- prolyl -4 - {4 - hydroxypheny i ) -L- 
threonyl- L-threonyl -3 -hydroxy-4 -methyl - , [1 (9Z. 12Z) , 2 w. 3 p. 4. bet 

a.)- (9CI) (CA INDEX NAME) 



0 O NH C (CH 2 » 7 CH- 

l| OH II I 



H2N-C 



j O NH C-CH- CH2 CH CHO 

CH- Me 0 



It | || C CH CH- 

{ N- C CH- NH C O I I 



/ | ||— CH2-CH-CH-NH • C 

OH 



CH" CH2 CH CH — (CHj) A "Me 



104197-62-8P 

RL-. RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of) 
104197-62-B CAPLUS 

L-Prol ine, 3-hydroxy-l- In- [N- [ trans-4 -hydroxy- 1 - IN- [N2- <l-oxo-». 12- 
octadecadienyl ) -L-orni thyl ) -L-threonyl 1 -L-prolyl J -4 - (4 - hydroxyphenyl ) -L- 
threonyl) -L-threonyll -4 -methyl-, (1 (92, 122) . 2 3{*. 4|t] - 
(9CI) (CA INDEX NAME) 



PAGE 1-A 



O NH-C- (CH 2 ) 7 ~CH= 
O NH-C-CH- (CH 2 )3-NH 2 



O CH- Me O 
C - CH- • NH C 

CH2' CH'-CH NH 



-CH-CH- 
I 



CH" CH2 CM" -CH- (CH2J4- Me 



104197-59-3P 104197-61-7P 

RL: RCT IReactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and deblocking of) 
104197-59-3 CAPLUS 

L-Prol inamide, erythro-4- [ [ (1 . l-d imet hyl ethyl ) dimethyls i lyl ] oxy] -5,5- 
dimethoxy-N- (l-oxo-S, 1 2 -octadecad ienyl ) -L-norvalyl -O- [ (1, i- 
di methyl ethyl ) dimethyls i lyl ] - L-threonyl -trans -4 -hydroxy- L- prolyl -4 - (4 - 
hydroxyphenyl ) -L-threonyl -L-threonyl - 3 -hydroxy-4 -methyl - , 
n(SZ.12Z).2<i.3[i,4Hl- (SCI) (CA INDEX NAME) 



MeO 



r s "y 



10 

f if 



r it i 



\5^y N X.; 



V_R' Me X Me 



RN 104197-61-7 CAPLUS 

CN L- Prol ine, 1 - [N- [n- [ 1 - IN- [NS - [ ( 1 , 1 -dimethy let hoxy) carbonyl ] -N2 - U-oxo-9. 
octadecad ienyl) -L-orni thyl) -O- | < 1 , 1 -dimethylethyl Idimet hylsilyl ) - L- 
threonyl 1 - 1 rans - 4 -hydroxy- L-prol yl | -4 - (4 - hydroxyphenyl ) - L-chreonyU -L- 
threonyl ] -3 -hydroxy-4 -methyl- , methyl eater, I J <9Z, 12Z) , 2a, 3p\ 4 
P) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Absolute stereochemistry. 
Double bond geometry as shown. 
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Inhibiting effect of leuci nostat in A on growth and 
electrogenic proton extrusion in the absence and in 
the presence of fu3icoccin in maize root segments . 
Cerana. R. ; Bonetti, A.,- Spelta, M. Lado. P. 
Dip. Biol.. Univ. Milano, Milan. Italy 
Phytopathologia Mediterranea U98S>, 24(3), 299-301 
COD EN ; PYMDAU; ISSN: 0031-9465 
Journal 
Engl ish 

1-10 \M) suppressed extension growth of maize <Zea 
by 38-46%. K« extrusion, measured as pH change of the 
' "' -y. was also inhibited by I. The 
effects of I were reduced by fusicoccin. I strongly inhibited cation 
uptake from K* solns. Thus I apparently affected electrogenic H+/K* 
exchange at the cell membrane. Effects of I on growth were evidently 
associated with diminished cell wall acidity. a 20* decrease in tissue ATP 
following I treatment was apparently associated with mitochondrial 
inhibi t ion . 
76600-38-9 

RL: BIOL (Biological study) 

(electrogenic proton extrusion and growth inhibition by. in maize root 
segments, fusicoccin interaction with) 

76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 



AUTHOR (S) i 
CORPORATE SOURCE; 
SOURCE; 

DOCUMENT TYPE; 
LANGUAGE : 

AB Leucinostatin A (I 
mays) root segment; 
incubation medium or titratable 



104213-54-9P 

RL: RCT (Reactant),- SPM (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and peptide coupling of) 
104 213-54-9 CAPLUS 

L- Proline, 1 - [N- [N- [ i - [o- [ ( 1 , 1 -dimethyle thy 1 ) dimethyls i lyl ] -L-threonyl] - 
trans - 4 -hydroxy- L- prolyl J -4- (4-hydroxyphenyl) -L-threonyl) -L-threonyl) -3- 
hydroxy- 4 -methyl-, methyl ester, (2u. 3fi, 4p> - (9CI) (CA 

INDEX NAME ) 
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Discrimination of muscle and neuronal sodium-channel 
subtypes by binding competition between (3H) saxi toxin 




ItOXll 



AUTHOR (S) : 



CORPORATE SOURCE; 



DOCUMENT TYPE : 
LANGUAGE : 
AB The effect 
l3Hjsaxito> 



Gray, 



Of 2 



Mocsydlowski , Edwnrd,- Oliver a, Baldomero M., 
William R . ,* Strichartz, Gary R. 
Coll. Med.. Univ. Cincinnati, Cincinnati, OH, 

45267-0576, USA 

Proceedings Of the National Academy of Sciences of the 
United States of America (1986), 83(14), 5321-5 

CODEN: PNASA6; ISSN: 0027-84 24 

Journal 
Engl ish 

^-conotoxin peptides on the specific binding of 

s examined in isolated plasma membranes of various excitable 



tissues. u-Conotoxins GIIIA iind GIIIB inhibit [ 3 HI saxi toxin binding in 
Electrophorus elec. organ membranes with similar dissociation constant values 
(Kds) ot «So . io-9M in a manner consistent with direct 

competition tor a common binding site. GIIIA and GIIIB similarly compete 
with the majority (30-9S*) ot" [3H] saxitoxin binding sites in rat skeletal 
muscle with Kds of ~25 and »140 » 10-9M, resp. 

However, the high-affinity saxitoxin sites in lobster axons, rat brain, 
and rat heart are virtually insensitive to GIIIA conens . up to 10 fiM. 
These and previously published data suggest that 3 Na- channel subtypes can 
be distinguished on the basis of toxin Pharmacol.: Na channels of skeletal 
muscle and Electrophorus electroplax have high affinity for 
M-conotoxins and tetrodotox in , neuronal Na channels have low affinity 
tor n-conotoxins and high affinity for tetrodotoxi n , while heart Na 
channels and a similar subtype also found in denervated muscle have low 
affinity for both n - conotoxi n and tet rodotoxin . 

86394-16-3 86414-29-1 

RL: BIOL (Biological study) 

(sodium channels of muscle and nerve binding of. saxitoxin competition 
with, channel discrimination in relation to) 

36394-16-3 CAPLUS 

u-conotoxin C IIIA (reduced) (9CI) (ca INDEX NAME) 
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Absolute stereochemistry. 
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RN 66414-29-1 CAPLUS 

CN n-cotiocoxin G I lie (reduced) (9ci) (ca index name) 



Absolute stereochemistry . 
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TITLE i Preferential block of skeletal muscle sodium channels 

by geographu toxin II, a new peptide toxin from Conus 
geographus 



Kohi) ya s hi , Ma sa k i .- 
Nnrehashi, Toshio.- 
Jun'ichi; Ohizumi, 
Mitsubishi -F.asei 2 



Wu, Chflu 

Nakamura 
Yasushi 

Life Sci 



I,,- Yoshii, Mitaunobu; 
Hideshi,- Kobayashi, 



, Machida, 
241-3 



194, Japan 



Pfluegers Archiv (1986). 407(2), 

COD EN : PFLAEK ; ISSN: 0031-6768 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The effects of geogrophutoxi n ir (GTX II) 1664 14-29-11, a novel 

polypeptide toxin isolated from the marine snail C, geographus, on nerves 
and muscles were studied by current clamp and voltage clamp techniques. 
GTX 13 (5 « 10- 7M) abolished the action potential of the guinea pig 
skeletal muscle without change in the resting potential. However, action 
potentials of the crayfish giant axon, mouse neuroblastoma N1E-115 cell, 
and guinea pig cardiac muscle were not affected by TTX II event at 
fcl . 10-6M. In the voltage clamped bullfrog skeletal muscle 
fiber, Na currents were almost completely blocked by GTX II (1 ♦ 
10-6M), and slowly recovered arter washout. The time course of Na 
currents was not appreciably altered by TGX II. Apparently, GTX II 
selectively blocks skeletal muscle Na channels in much the same way as 
tetrodotoxin . 

IT 86414-29-1 

RL: BIOL (Biological study) 

(sodium channel" in skeletal muscle blockage by) 

RN 86414-29-1 CAPLUS 

CN M-Conotoxin C II IB (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



O ICH2U 



,1 La, J a ■ K ' ■ 

5 T a r ; H 

H \s / 



(CH 2 >4 O (CH 2 

NH 2 



NH 2 
MeS 



Q O O NH 

4 !! A \ » f / 

H \ '\ /\ S (CH 2 )4 



Me R 
O NH HO 



•P 



« - hii; 

<CH 2 )3 If 

I " II 

II NH |l 



O (CH 2 ) 4 



I 11 f" 11 r 



Y s 'i 



Nil 2 
0 C0 2 H 



v v \ ; v 

Me o 1 o 



L6 ANSWER 4 B4 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 1986:457318 CAPLUS 

DOCUMENT NUMBER: 105:673 18 

TITLE : Sequence determination of N-terminal and C-ter«in«l 

blocked peptides containing N- alkylated ami no acid? 
and structure determination of these amino acid 



AUTHOR (S) : 



CORPORATE SOURCE 
SOURCE: 



constituents by using fast -atom- bombardment /tandem 

mass spectrometry 

Eckart. Klaus,- Schwa rz, Helmut; Chorev, Michael; 
Cilon, Chaim 

Inst. Org. Chem . , Tech. Univ., Berlin, Fed. Rep. Oer, 
European Journal of Biochemistry (19861, 157 (D, 

209-16 

CODEN: EJBCAI; ISSN: 0 014-2956 
Jou rna 1 
English 

AB Peptides, blocked either at the N or C terminus, and thus unsuited for 

Edman degradation, and those containing" N-alkylated amino acids, which are not 
detectable when using conventional amino acid anal., can be easily 
sequenced by applying a method in which fast atom bombardment ( FAB) is 
combined with tandem mass spectrometry (MSMS) . Moreover, the structure of 
the N-alkylated amino acid constituents is provided by this approach. A 
widely applicable strategy will be presented, and to demonstrate its scope 
and limitations eighteen analogs of sequences related to the C terminus of 
substance P. a biol . active neuropeptide were investigated. The power and 
reliability of the approach was demonstrated by analyzing an unknown 
peptide. Moreover, the detection and structure elucidation of N-alkylated 
amino acids which usually escape amino acid anal, will be described, as 
will be the unequivocal differentiation and identification of isomeric 
methyleucine-methylisoleucine. The influence of the N-alkylation on the 
mass spectrometric fragmentation behavior will be discussed. Furthermore, 
the sequencing ot" 2 adipokinetic hormones by using the combined FAB -MSMS 
approach is described. Anal, of peptides can be achieved with sample 
sizes less than o.i nmol and be completed within 2-4 h. 

IT 103445-46-1 

RL: ANT (Analyte) ; AUST (Analytical study) 

(sequence determination of, by fast - atom-bombardment tandem mass 
spectroscopy) 

RN 103445-46-1 CAPLUS 

CN L-Methioninamide, L-<»-glutaroyl - L- phenyl a 1 anyl - 4 -met hoxy - L- prolyl - L- 
lCUCyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Specific inhibition of J3H) saxitoxin binding to 
skeletal muscle sodium channels by geographutoxin 

a polypeptide channel blocker 

0hi2umi, Yasushi .- tiakamura, Hideshi ,• Kobayashi , 
Junichi; Catterall, William A. 

Mitsubishi -Kasei Inst. Life Sci . , Machidaahi. 194, 



Japan 

SOURCE ; Journal of Biological Chemistry 11986), 261(14), 

6149-52 

CODEN: JBCHA3 ; ISSN: 0021-9258 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Geographutoxin II (gtx id {86414-29-1 j , a peptide toxin 

isolated from Conus geographua, inhibited 3H-labeled saxitoxin 
(35523 - 89-8 J binding to receptor sites associated with voltage-senaiti ve H* 
channels in rat skeletal muscle homogenates and rabbit T-tubular membranes 
with K0.5 values of 60 nM for homogenates and 35 nM for T-tubular 
membranes in close agreement with concna. that block muscle contraction. 
Scatchard anal, ot (31!) saxitoxin binding to T-tubular membranes gave 
values of KD » 9.3 nM and Bmax « 3 00 fmol/mg of protein and revealed a 
primarily competitive mode of inhibition of saxitoxin binding by OTX II. 
The calculated KD values for OTX II were 24 nM tor T-tubules and 35 nM for 
homogenates, resp. In rat brain synaptosomes , gtx II caused a similar 
inhibitory effect on [ 3H] saxitox in binding at substantially higher concns. 
(K0.5 . 2 uM) . in contrast, binding of [3H) bat rachotoxin A 
20-u -benzoate and 1251 -labeled scorpion toxin to receptor sites 
associated with Na channels in synaptosomes was not affected by OTX II at to 
MM. Furthermore, (3Hl saxitoxin binding to membranes of rat superior 
cervical ganglion was only blocked 10% by GTX II at 10 pM. Thus. GTX 
II interacts competitively with saxitoxin in binding at neurotoxin 
receptor site l on Na channels in a highly tissue-specific manner. OTX II 
is the 1st polypeptide ligand for this receptor site and the 1st to 
discriminate between i.his site on nerve and adult muscle Na channels. 

IT 86414-29-1 

RL: BIOL, (Biological study) 

(saxitoxin binding to muscle sodium channels inhibition by) 

RN 864 14-29-1 CAPLUS 

CN u-Conotoxin O IIIB (reduced) (9CI) • (CA INDEX NAME) 
Absolute stereochemistry . 
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CO.H >" NH 
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<CH 2 )4. O (CH 2 )3^ ^JL 



A 



"2"' \ ,'\ 




CORPORATE SOURCE 
SOURCE: 



claudio,- Bonora. Gian Maria 
Dip. Chim., Univ. Napoli, Naples, Italy 
Proceedings of the National Academy of Sciences of the 
United States ot America (15-86), B3(7>. 1988-92 
CODEN : PNASA6; ISSN: 0O27-B4 24 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The crystal -state prererred conformation ot the terminally blocked 
homooct a peptide of c<« , «« -dimethy J ated ci-aminoisobutyric 

acid (Aib) . pBrBz ( A i b> 8 -OBut (where pBrBz is p-bromobenzoyl and OBut i? 
tert-butoxy) , determined by x-ray diffraction anal, using direct method?, v* 
310-helix stabilized by 6 consecutive intramol. N- 
H----0-C H bonds ot the C10-III (or III') 

type. This is the 1st observation at atomic resolution of a regular 310-hel 
longer than 2 complete turns. The solid-state structural anal, was 
extended to the terminally blocked, Aib-rich octapeptide corresponding to 
the 2-9 sequence of the peptaibol antibiotics emerimicins III and IV, 
pBrB2-Aib3-L-Val-Gly-L-Leu-Aib2-0Me. Again, thia peptide adopts a 
(right-handed) 310 -helical structure, although slightly distorted at the 
level of the L- leucine residue. The role of specific amino acid sequence 
and peptide main-chain length in stabilizing either the 310- or the 
a -helical conformation and their possible implications on the nature 
of the channel formed by peptaibol antibiotics in the membrane are also 
briefly discussed. 

IT 52931-42-7 52931-43-8 

RL: BIOIj (Biological study) 

(conformation and crystal structure of model for) 
RN 5293 1-42-7 CAPLUS 

CN Eroerimicin III (9CI) (CA INDEX NAME) 
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Long polypeptide 310-helixes at atomic resolution 
nnvoso. Alfonso,- Benedetti, Ettore,- Di Blasio, 
Benedetto; Pavone, vincenzo, Pedone, Carlo; Toniolo, 
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RN S2931-43-8 CAPLUS 

CN Emerimicin IV (9CI) (CA 1 NDEX NAME) 



H2N-C CH2-CH2 
R — CH- 



II I 

O Me \ 



0 Ma 0 CH2-OH 
II I II I 

C- NH- C~ C~ NH- CH- CH2~ Ph 



L6 ANSWER 4 87 OF 551 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE : 



CAPLUS COPYRIGHT 2 007 ACS on STN 
1986:220504 CAPLUS 
104 : 220SO4 

Calcium channel antagonises. «.>-Conotoxin 
defines a new high affinity site 
cruz, Lourdes J.,- 01 i vera. Baldomero m. 
Dep. Biol.. Univ. Utah, Salt Lake City. UT. 84112. USA 
Journal of Biological Chemistry U986). 261 <14>, 

6230-3 

CODEN : JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB «.>-Conotoxin G via [ 92078-76-7], wa s radiolabeled with 

iodine, and the 1251 - 1 abeled toxin was shown to bind specifically to high 

affinity sites on chick brain synaptosomes . The toxin- receptor comple* 

was extremely stable, addition 01 an excess of unlabeled toxjn did not cause 

significant displacement of the labeled toxin after 2 h. Binding 

competition data suggest that <■>- conotoxin defines a new high 

affinity receptor site affecting voltage-activated Ca2* channels, distinct 

from both the verapamil and dihydropyridine target sites. 

IT 92078-76-7 

RL: BIOL (Biological study) 

(brain Bynaptosome binding by) 

RN 9207 8 -76 -7 CAPLUS 

cn «i>-conotoxin G via (reduced) (9CI) (ca index name) 
Absolute stereochemistry. 
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AUTHOR (S) : 
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104 : 207670 

Structure-activity relationships for the competitive 
angiotensin antagonist tsarcosinel, 
o-methyltyros ine4 ) angiotensin II (sarmesin) 
Goghari, Mahesh H . ,• Franklin. Kevin J. ; Moore, Graham 



29(6). 1121-4 



CORPORATE SOURCE :. Dep. Med. Biochem.. Univ. Calgary. Calgary. AB, T2N 

4N1, Can. 

SOURCE: Journal of Medicinal 

CODEN : JMCMAR ; ISSN: 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Angiotensin II analogs H-X-Arg- Val -XI - Ile-His-Pro-X2-OH (I; X « Sar. A«=p. 
Ala, Pro; XI - Tyr<Me), Tyr(Et), D-Tyr. Phe. D-Phe, lie. Thr, Hyp; Z2 » 
Phe, I lei were prepared by the solid-phase method and their agonist and 
antagonist potencies were determined in the rat isolated uterus assay. Ttie 
structural requirements for receptor blockade by sarmesin [I: X • Sar, XI 
- Tyr(Me), X3 * Phe) (IT) are very stringent,- modifications at positions 
1, 4. and a reduce the antagonist activity of II. 

IT 101759-46-OP 

RL : SPN (Synthetic preparation); PREP < Prepnrat ion) 

(preparation and angiotensin antagonist activity of) 

RN 101759-46-0 CAPLUS 

CN Angiotensin II, 1 - (N-methylglycine) • 4 - (trans-4 - hydroxy- L-prol ine> - 5-L- 

isoleucine- (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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(purification of, from conus geographus toxin for sodium channel anal.) 
RN 86414-29-1 CAPLUS 

CN u-Conotoxin G IIIB (reduced) (9CI) ICA INDEX NAME) 
Absolute stereochemistry. 
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Reagents tor sodium channel analysis 

oizumi, Ynsushi; Nakamura, Eiji; Minoahima, Nobuo; 

Kobayashi, Masanori.- Takahashi, Masami; Ogura, Akihiko 

Mitsubishi Chemical Industries Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 4 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



O ' <CH;>>4 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



A 19851128 JP 19B4-97070 1984051S 

JP 1984-97070 19840515 
Arg - Asp- Cys-Cys-Thr- Hyp-Hyp- XI -Lys-Cys-Lys-Asp-Arg-X2-Cya-Lys-Hyp-X3-X4 - 
Cys-Cys-Ala-NH2 (where XI * Lys or Arg,- X2 - Gin or Arg, X3 ■ Gin or Met,- 
X4 a Arg or Lys) are isolated from the toxin of Conus geographus tot U3e 
in the anal, of Ha. channels. Thus, the toxin was extracted with 0 . 2M HOAc, 
and the extract was subjected to chromatog. on sephadex G-50 and CM-Sephadex 
C-25 and HPLC to give peptide A (XI =- Lya, X2 ■ Gin. X3 - Gin, X4 » Arg) 
and peptide B (XI - Arg, X2 » Arg, X3 * Met, X4 = Lys) . 

86414-29-1P 101555-54-8P 

RL: PUR (Purification or recovery),- PREP (Preparation) 
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RN 101555-54-8 CAPLUS 

CN f i-Conotoxin G IIIA deduced), 2 1 -de - L- cysteine - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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104 : 149399 

Identification and structure assignment ot components 
of leucinostatin and cc-1014 by directly coupled 
liquid chromatography/ fast atom bombardment mass 
spectrometry 

Stroh, Justin G . .- Rinehart. Kenneth L. . Jr.,- Cook, J. 
Carter, Kihara, Tsuyoshi; Suzuki , Makoto,- Arai, 
Tadashi 

Sch. cnem. Sci . . Univ. Illinois, Urbana, IL, 61801, 

USA 

Journal ot the American Chemical Society (1986). 
108(4), 858-9 



CODEN: JACSAT; 

Journal 
Encjl igh 



ISSN: 0002-7863 
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AB The title method wag used to analyze the components of peptide antibiotics 
leucinostatin and CC-1014. Six different components were observed for 
leucinostatin. including the previously reported leucinostatin A (I) and B 
(II). The mol . structures of leucinostatin C and D were assigned as 
structures III and IV, resp. Leucinostatins E and F were observed in such 
low abundance that only mol. weight information was obtained; leucinostatin E 
corresponds to leucinostatin A with an extra oxygen, whereas leucinostatin 
F corresponds to leucinostatin C with another oxygen. CC-1014 was 
identified as leucinostatin a. 

IT 7660O-38-9 76663-52-0 100349-85-7 
Rli : PROC (Process) 

(identification of, by liquid chromatog . /fast -atom- bombardment mass 
spectrometry) 

RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CI) (ca index name) 



RN 76663-52-0 CAPLUS 

CN Leucinostatin B (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
Double bond geometry as shown. 
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Applications of fast atom bombardment mass 
spectrometry 

Rinehart, Kenneth L. . Jr. 

Sci . Chem. Sci.. Univ. Illinois, Urbana. IL. 61801. 
USA 

Analytical Chemistry Symposia Series (19851. 24 (Mass 
Spectrom. Health Life sci.). 119-48 
CODEN : ACSSDR; ISSN: 0167-6350 
Journal; General Review 
Engl ish 

The use of fast-atom-bombardment mass spectrometry for elucidating the 
mol. weight, mol. formulas, as structure ot polar biol. tnols. such as 
antibiotics, marine natural products (e.g.. toxins), and insect and 
cockroach neuropeptides is discussed with respect to matrices used, 
obtaining high resolution, and interlacing to liquid chromatog. by a moving 
belt interface system, and examples are given. 
64347-37-1 79392-51-1 79395-85-0 
79395-86- 1 

RL: PRP (Properties) 

(fast -atom- bombardment mass spectra of) 

64347-37-1 CAPLUS 

Antiamebin I (9C1) (CA INDEX NAME) 



Absolute stereochemistry. 
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CODEN: EJPHAZ; ISSN: 00 14 -2 999 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

ab GeogrAphu toxin II (OTX ID [864 14-29-11 caused a dose -dependent 

inhibition of the contractile response of the guinea pig vas deferens to 
transmural stimulation at concns. of 3 ♦ 10-8 to 10-6M. The 
dose-response curves for noradrenaline [51-41-21, acetylcholine 
I51-B4-3) and KC1 were not affected by GTX II (2 ♦ 10-7 to 10-6M) . 
The release of noradrenaline induced by veratridine was strongly inhibited 
by GTX II. The GTX Il-induced inhibition of the vas deferens may be a 
presynaptic effect causing a decrease of transmitter release. 

IT 86414-29-1 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BIOL (Biological study) 
(vas deferens response to) 
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Presynaptic inhibitory effect of geographutoxin II, a 
new peptide toxin from Conus geographus venom, in the 
guinea pig vas deferens 

Ohisumi, Yasushi ; Nakamura, Hides hi,- Kobayashi, 
Junichi 

Mitsubishi -Knsei Inst. Life Sci . , Michida, 194, Japan 
European Journal of Pharmacology (1986), 120(2), 245-8 
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AUTHOR(S): Toniolo, Claudio,- Oonora , Gian Maria,- Benedetti . 

Ettore,- Bavoso. Alfonso. Di Blasio. Benedetto, Pavone . 

Vincenzo; Pedone, Carlo 
CORPORATE source -. Biopolym. Res. Cent.. Univ. Padova, Padua. 35131, 

Italy 

SOURCE: International Journal of Biological Macromolecules 

(1985). 7(6), 357-62 
CODEN : IJBMDP; ISSN: 0141-8130 
Journal 
Engl ish 

AB With the aim of obtaining information on the eftect induced by main-chain 
length and amino acid sequence on the type Of helical structure adopted by 
naturally occurring peptides rich in Cn.u-dialkylated 
residues, an IR absorption and 1H nmr anal, of CHC13 solns. of the 
protected 2-9 segment of the peptaibol antibiotics emerimicins III and I" 
<- (Aib) 3 -L-Val -Gly-L-Leu- (Aib) 2- ) (Aib • aminoisobutyrate) and all related 
short sequences starting from both the N- and C- termini was performed. 
The results are consistent with the presence of folded structures of the 
P-bend type (in the shorter peptides) or 3 10- helixes (in the longer 
peptides) . Extent of formation and stability of the inter- and intramol . 
H bonds were assessed as a function of concentration, temperature, and 

addition ot DMSO 

and the free radical Tempo. Ac high peptide concentration both folded *nri 
helical structures tend to ae 1 f - associate extensively. In the sel f -association 
process, the N(1)H and N(2)H groups are those acting as H- bonding donors. 
These results agree well with those obtained in the solid state by x-r*y 
diffraction on the octapeptide itsel,f and selected short sequences. 
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RL: PRP (Properties) 
(conformation of) 
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conus geographus toxins that discrii 
neuronal and muscle sodium channels 
Cruz. Lourdes J.; Gray, Willi 
M. ,• Zeikus. Regina D,; Kerr, Lynne; 
Moczydlowski , Edward 

Dep. Biol., Univ. Utah, salt Lake City, UT, 84112, USA 
Journal of Biological Chemistry (1965), 260(16). 
9280-8 

CODEN : JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE : Journal 
LANGUAGE : English 

AB The properties of a family of 22 amino acid peptides, the u-conotoxins. 

which are useful probes tor investigating voltage-dependent Na channels of 
excitahle tissues were described. The u-conotoxins are present in the 
venom of the piscivorous marine snail, C. geographus. Seven homologa of 
the u-conotoxin set (GIIIA ( 86394 - 16 - 3 ) , [Pro6]GlllA [ 
98183 -95-0 ) . iProllGIIIA [98183-96-1), GIIIB I 
86414-29-1], [Pro6)GIIIB [98183 -91 - 2 J , (Pro7)QIII6 ( 
98213-1-J-3), oiuc [9B183-99-4 1 ) were purified. Using 
the maior peptide (GIIIA) in e 1 ectrophys iol . studies on nerve-muscle 
prepns . and in single channel studies using planar lipid bilayers. the 
toxin blocks muscle Na channels, but had no discernible effect on nerve or 
brain Na channels. In bilayers. the blocking kinetics of QUIA were 
derived by statistical anal, of discrete transitions between blocked and 
unblocked states of batrachotoxin-activated Na channels from rat muscle. 
The kinetics conform to a single-site, reversible binding equilibrium with 3 
voltage- dependent binding constant The measured value of the equilibrium '.r 

for 

GIIIA is 100 nM at OmV, decreasing e-fold/34 mv of hyperpolari zat ion . 
This voltage dependence of blocking is similar to that of tetrodotoxin 
[4368-28-9) and saxitoxin [35523-89-8) as measured by the same technique. 
The tissue specificity and kinetic characteristics suggest that the 
M-conotoxins may serve as useful ligands to distinguish Na channel 
subtypes in different tissues. 
IT 86394-16-3 86414-29-1 98183-95-0 
98183-96-1 98183-97-2 9B183-99-4 
98213-17-3 

RL: PRP (Properties) 

(amino acid sequence of, from Conus geographus venom, muscle and nerve 
sodium channel blockade in relation to) 
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CN u-Conotoxin G II IB (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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I! II 



PAOE 2-B 
II 



RN 98183-96-1 CAPLUS 

CN u-conotoxin G IIIA (reduced), 7-1,-prol ine- 16-L-arginine- (9CI) (CA 
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Absolute stereochemistry. 
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cn M-conocoxin G I lie (reduced) <9ci) (ca index name) 
Absolute stereochemistry. 
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CN u-Conotoxin G IIIB {reduced), 1 • L- prol ine- (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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FR 1983-7051 A 19830428 
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AH Novel peptides, called trichorzianines, and 6-pentyl - 2 - pyrone (1) 

(27593-23-3) which all have fungicidal activity, were extracted from spores of 
T. harzianum atcc 20672, Thus, a culture on oatmeal agar was grown at 
24" under light until sporulation w;is complete. The surface was 
3craped and the recovered material was dried and powdered It contained 8 
♦ 1010 viable spores/g. The powder was extracted with acetone, the extract 
concentrated, and the resulting oil mixed with ether. The insol . fraction was 
added to MeOH. and the fraction insol. in Me OH was separated by chromatog. to 
obtain the trichor z ianines . I was extracted from the spores with hexane, the 
extract concentrated to an oil, the oil extracted with acetone or CH2C12, and I 
purified from the extract by chromntog. I or several of the trichorzianines 
inhibited Botrytis cinerea, Ceratocystis ulmi, and fungal pathogens of 
fruit trees. 

IT 52931-42-7 7939S-B5-0 79395-91-8 

RL; AGR (Agricultural use); BAC (Diological activity or effector, except 
adverse) ,- BSU (Biological study, unclassified) ,• BIOL (Biological study) ; 
USES (Uses) 

(fungicide, from Trichoderma harzianum spores) 
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On-line liquid chromatography/ fast atom ■ bombardment 
mass spectrometry 

Stroh. Justin G . ,- Cook, J. Carter,- Milberg, Richard 
M. ,• Brayton, Larry,- Kihara, Tsuyoshi ,• Huang, Zhaogeng/ 
Rinehart, Kenneth L . , Jr.; Lewis, Ivor A. S. 
Sch. Chem. Sci . . Univ. Illinois, Urbana, IL, 61801, 
USA 

Analytical Chemistry (1985). 57(6), 985-91 
CODEN : AHCHAM; ISSN: 0003-2700 
Journal 
English 

AB The technique of liquid chromatog ./ fast -a torn -bombardment mass spectrometry 
with a modified moving belt interface is described. Compds . studied by 
this method include antiamebin I, emerimicins IIA and IIB. digitonin, 
gramicidin J, and a mixture of tetra- to nonapeptides obtained by partial 
hydrolysis of antiamebin I. For liquid chromatog., a Spherisorb ODS column 
was used for the antiamebin I hydrolyzate and an Alltechn C-18 column was 
used for all other expts. Partial structures are assigned to 2 new 
ant-iamebins identified from the hydrolyzate of crude antiamebin I. 

IT 64347-37-1 

RL ■. AN ST (Analytical study) 

(hydrolyzate, liquid chromatog .- fast -atom- bombardment mass spectroscopy 
of fragments of) 
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chlorzianiiies. and 6 -pentyl - 2 - pyrone 



[27593-23 3), which all have fungicidal activity, were extracted from snares 
of T. harzianum ATCC 20672. Thus, a culture on oatmeal agar was grown *t 
24" under light until sporulation was complete. The surface was 
scraped and the recovered material was dried and powdered It contained ? 
♦ 1010 viable spores/g. The powder was extracted with acetone, the extract 
concentrated, and the resulting oil mixed with ether. The insol . fraction was 
added to Me OH , and the fraction insol. in MeOH was separated by chromatog. to 
obtain the tr ichlorziani nes . I was extracted from the spores with hex*ne, tlr 
extract concentrated to an oil, the oil extracted with acetone or CH2C12. *n<i 
purified from the extract by chromatog. I or several of the trichlorzi*nines 
inhibited Botrytis cinerea, Ceratocystis ulnti, and fungal pathogens of 
fruit trees. 
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i soleucyl - L- t hreonyl - 2 -methyl a 1 anyl - L- leucyl - 2 -methylalanyl - (4R) -4 - hydroxy - 
L-prolyl -L-glutaminyl -2-methylalanyl- (4R) -4 - hydroxy- L- prolyl -2- 
methy 1 nlanyl-N- [ (IS) -1- ( hyd roxymet hy 1 ) - 2 - phenyl et hy 1 ) - <CA INDEX NAME) 
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CN L- Prol i namide . N-ocetyl - L- t ryptophyl -L- isoleucyl -L- <»-glutamyl -D- 

i sovaly 1 - L- valyl - L- threonyl - 2 -methyl a 1 anyl - L - leucyl - 2 -methylalanyl - MR) -•» - 
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methylalanyl -N- t (IS) -1- < hydroxymet hy 1 1 - 2 -phenylethyl ] - (9CI) (CA INDEX 
NAME) 
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1985:22787 CAPLUS 
102 : 22787 

Structure of a peptidal antibiotic P168 produced by 

Paeci lomyces lilacinus (Thorn) Samson 

Isogai, Akira,- Susuki. Akinori; Tamura, Saburo,- 

Kigashikawa, ShizuO; Kuyama, Shimpei 

Dep. Agric. Chem., Univ. Tokyo. Tokyo, 113. Japan 

Journal of the Chemical Society. Perkin Transactions 

l: organic and Bio-Organic Chemistry (1972-1999) 

(1984), (7). 1405-U 

CODEN: JCPRB4 ISSN: 03O0-922X 

Journal 

English 
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The structure of the title antibiotic (I) was determined by in-beam mass 
spectrometry. I contains the new amino acid (2S,4S)- 

EtC0CH2CH (0H)CH2CHMeC!i2CH (NII21C02H and the amine ( S ) - H2NCHMeCH2NMe2 . 

78184-61-9 

rl : proc (Process) 

(isolation of, from Paeci lomyces lilacinus) 

78184-61-9 CAPLUS 

Leucinoscatin A, monoacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 



76600-38-9 

RL: proc (Process) 

(mol . structure determination of) 

76600-3 8-9 CAPLUS 

Leucinoscatin A (9C1) (CA INDEX NAME) 
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RL; RCT (Reactant); PREP (Preparation); RACT (Reactant or reagent) 
(preparation and derivati nation and hydrolysis of) 

93667-70-0 CAPLUS 

Leucinostatin A. 1- [cis-4 -methyl -1 - (4 -methyl - 1-oxohexyl ) -L-proline] - 

[1<S)1- (9CI) (CA INDEX NAME) 
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RL: prep (Preparation) 
(preparation of) 

93667-71-1 CAPLUS 

Leucinostatin A. 1 - (cis - 4 -methyl - 1 - (4 -methyl - 1 -oxohexyl ) -L-proline) • 
diacetate (ester). IKS))- {9CI> (c'a INDEX NAME) 
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Leucinostatin A, 1- I <4S) -4 -methyl- 1- f <4S) -4 -methyl - 1 -oxohexyl 1 -L- proline) - 
2- ( <2S,4S,6E) -2-amino-4-methyl-8-oxo-6-decenoic acid]-, acetate (ester) 
<9CI> CCA INDEX NAME) 



93667-73-3 CAPLUS 

Leucinostatin A, 1- tcis - 4 -methyl - 1 - (4 -methyl - 1 -oxohexyl ) -L-proline) -2-1 {>< • 
S -car boxy- L- leucine) - , acetate (ester). IKS))- (9CI ) (CA INDEX NAME) 
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93697-27-9 CAPLUS 

Leucinostatin A, 1 - [ (4S) -4 -methyl- 1- E (4S) -4 -methyl - 1 -oxohexyl ) -L- proline) - 
2- [ (2S.4S) -2-amino-4-methyl-8-oxodecanoic acid]-, acetate (ester) (9C1> 

<CA INDEX NAME) 
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DOCUMENT NUMBER; 101:186339 

TITLE: Purification and sequence ot a presynaptic peptide 

toxin from Conus geographus venom 
AUTHORJSI: Olivera, Baldomero M . ; Mcintosh. J. Michael; Curr. 

Lour (lea J.; Luque, P. A.,- Gray, William R. 
Dep. Biol.. Univ. Utah, Salt Laxe city. UT, 84112, u?a 

Biochemistry (1984). 23(22), 5087-90 
CODEN: B I CHAW; • ISSN : 0006-2960 
1ENT TYPE: Journal 
AGE: English 

A novel toxin, m-conotoxin (I), t root the venom ot the fish- eating 
marine mollusk, C. geographus, was purified and biochem. characterized. I 
inhibited the voltage-activated entry of Ca2», thus providing a 
potentially powerful probe (or exploring the vertebrate presynaptic 
terminal. I was is a basic 27-amino-acid peptide amide with 3 disulfide 
bridges. An unusual feature was a remarkable preponderance of 



hydroxylated amino acids. leg sequence was determined 

IT 92078-76-7P 

RL: PREP {Preparation* 

(of Conus geographicus venom, purification and amino acid sequence of> 
RN 92078-76-7 CAPLUS 

CN m-Conotoxin g VIA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Y 



Me OH 



li « ; I » sU" 1 « 

■J Aj w 



» o m ■ o o 

| 0 y O I O H 2 N J 

HO HS 



N ■ O 



HN 

L 



i f s Y; 



^ (CH 2 >4^ 

HN 

OH 



ANSWER 500 OF 551 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 
CORPORATE SOURCE : 



SOURCE : 



1984:585618 CAPLUS 
101 : 185678 
Leucinostatin; 
Pacci lomyces 
fungal infect 
Mikami, Y . ,• Fukushima 
H. ; Ommura. Y. 
Res. Inst. Chemobiodyn . , Chiba Univ., chiba, 280 



peptide mycotoxins produced by 
acinus and their possible roles in 



Arai . 



Abe. 



zentralblatt fuer Bakteriologie, Mikrobiologie und 
Hygiene, Series A: Medical Microbiology. Infections 
Diseases, Virology, Parasitology (1984), 257(2). 
275-83 

CODEN: ZBMPEJ; ISSN: 0176-6724 
DOCUMENT TYPE : ■ Journal 
LANGUAGE: English 

AB Peptide mycotoxins leucinostatins were obtained from the culture strains 
of P. lilacinus, which were isolated both from soil and a case of human 



oculomycosis. Comparative studies of the symptoms of exptl. keratomycos is 
caused both by the inoculation of P. lilacinus and by direct 
administration of leucinostatins into the infection model (rabbit) 
suggested the possible role of leucinostatins in the inflammatory response 
of invaded tissues. Leucinostat in was formerly reported as a single 
entity. However, in the course of the structural studies, leucinostatin 
was a complex of 2 'closely related components, and the structures of both 
were determined Both of the mycotoxins possessed high toxicity to exptl. 
animals. The i.p. and oral LD50 in mice were 1.8 and S.4-6.3 mg/kg by a 
single administration. Toxicol, studies showed that leucinostatins have 
some potent effects on liver cells after oral administration. Thus, 
leucinostatins exhibit strong uncoupling activity on the rat liver 
mitochondrial system. 

IT 76600-38-9 76663-52-0 

RL: BIOL (Biological study) 

(of Paecilomyces lilacinus, structure and toxicity of) 
RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CI) (CA INDEX NAME) 
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AB Leucinostatin A and an H-demethyl derivat 

£7 different peptides from P. marquandii. 

antibiotic and phytotoxic activities. 
IT 76600-38-9 76663-52-0 

RL; BIOL, (Biological study! 

(from Paecilomyces marquandii) 
RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CI) <CA INDEX NAME) 
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1984:566756 CAPLUS 
101:166756 

Two phytotoxic. antibiotic peptides produced by 
submerged cultures of Paecilomyces marquandii (Massee) 
Hughes 

Rossi, c.; Benciari, z.,- casinovi, c. a. ; Tuttobello, 

L . 

1st. Chim. Farm. Tec. farm., Univ. Perugia. Perugia. 
Italy 

Phytopathologia Mediterranea (1983), 22(3). 209-11 

CODEN: PYMDAU; ISSN: 0031-9465 

Journal 
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RN 76663-52-0 CAPLUS 

CN Leucinostatin B (9CI) (CA INDEX NAME) 
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IR and CD spectra of z- (Aib) 3 -Val -aiy-Leu- (Aib) 2 -OMe (Aib • 
ci-aminoisobutyric acid residue) (I! and of several fragments in solution 
indicated that I assumes a right-handed «- helical conformation. 
52931-42-7D. fragments 52931-43-8D. fragments 
RL: PRP (Properties) 

(IR and CD spectra ot, conformation and) 

52931-42-7 CAPLUS 

Emerimicin III (9CI) (CA INDEX NAME) 
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19S4 :438809 CAPLUS 
101:38809 

Membrane -active peptaibol antibiotics: 
preferences of the 2-9 segment of emer 
IV and all related short sequences 
Toniolo, claudio, Bonora, Gian Maria; Mapelli. 
Claudio,- Benedetti. Ettore; Bavoso, Alfonso,- Di 
Blasio. Benedetto; Pavone. Vincenzo; Pedone. Carlo 
1st. Chim. org.. Univ. Padova, Padua, 35100, Italy 
Pept . : Struct. Funct . , Proc. Am. Pept . Symp., 8th 
(1983), 495-8. Editor(s): Hruby. Victor J..- Rich. 
Daniel H . Pierce Chem. Co.: Rockford. ill. 
CODEN: 51KAAK 

Conference 
English 



-c— C 

I I' 



II 

H2N-C- CH2-CH2 Et O 

1 I II 

R — CH— C— NH— C— C— 

II I 



i? r it r- 

C- tin- C~ C~ NH" CH- CH2 " 



RL: BIOL (Biological study) 
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RN 86394-16-3 CAPLUS 

CN u- Conor oxin G 1 1 1 A (reduced) (9C1I (CA INDEX NAME) 
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101 : 18499 

Structures and actions of the peptide toxins, 
geographu toxin I and II. isolated from the cone shell 
conus geogrophus 

Nakamura, Hideshi; Sato, Showbu; Kobayaahi, Junichi; 
ohir.umi, Yaaushi ,- Hirata, Yoshimasa 

Mitsubishi-Knsei Inst. Life Sci . , Machida, 194, Japan 
Peptide Chemistry (1984), Volume Date 1983, 21st., 
197-202 

CODEN: PECIIUP; TSSN: 0388-3698 

Journal,- General Review 
Engl igh 

9 refs. on the structure and biol . action of geographutoxin 

] and geographutoxin II (864 14-29-11. 

14-29-1 
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CN p-Conotoxin G HID (reduced) (9CI) (CA index name) 
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TITLE ; Studies on peptide antibiotics, leucinostatins. I. 

Separation, pnysicochemical properties and biologic 
activities of leucinostatins A and 8 



CORPORATE SOURCE: 



DOCUMENT TYPE : 
LANGUAGE: 

AB Leucinostatin 



Katutaka; Arai. Tadaahi ; Mori, Yuji; 
Makoto,- Suzuki, Makoco 

Chemobiodyn.. Chiba Univ.. Chiba, 2B0, 

1606-12 



AUTHOR (3): Fukushim 
Tsuboi , 
ReB . 
Japan 

Journal of Antibiotics (19831, 36(12), 

CODEN: JANTAJ; ISSN : 0021-8820 

Journal 
English 

a peptide antibiotic, was separated by silica gel and alumina 
column chromatog. into 2 related components designated as leucinostatin A 
hydrochloride (C61H1 11N1 1013 -HC1 ) and 3 eitcinostat in B hydrochloride ' 
(C61H109NHO13-HC1) . Physicochem. as well as biol . properties of the 2 
separated components were analyzed. These properties pointed to closely 
resembling chemical structures. Both components inhibited bacteria and fungi 
and acted as uncouplers of oxidative phosphorylation in mitochondria. 

78149-02-7 8B929-99-1 
RL: BIOL IBiological study) 

(antibiotic, from Paecilomyces lilacinus) 
78149-02-7 CAPLUS 

Leucinostatin A, hydrochloride (9CI) (CA INDEX NAME) 



88929-99-1 CAPLUS 

Leucinostatin A, 9- {N- U -methyl -2- [methyl amino) ethyl 1 - |t-alaninamidel - 
, monohydrochloride. |9(S))- (9CI) (CA INDEX NAME) 
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Studies on peptide antibiotics, leuci nostat ins . 
The structures of 1 eucinostat ins A and B 
Fukushima. Kazutaka,- Arai, Tadaahi, Mori, Yuji; 
Tsuboi. Makoto,- Suzuki, Makoto 
Res. Inst. Chemobiodyn.. chiba Univ.. chiba, 28 

Journal of Antibiotics (1983). 36(12), 1613-30 
CODEN: JANTAJ; ISSN: 0021-8820 

Journal 
English 
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RN 76663-52-0 CAPLUS 

CN Leucinostatin B (SCI) (CA INDEX NAME) 

AB Structures were assigned to leuci nostat ins A (I) and B (II) based on fast 

atom bombardment, secondary ion, field desorption and chemical ionization 

mass spectrometry. NMR and chemical degradation methods of the intact 
antibiotics 

and their acid hydrolysis products. The difference between I and II was 
concluded to be the replacement of ( 2S ) -Nl , Nl -dimethyl propane- 1 , 2 -diamine 
in I by ( 2S) - Nl -methyl propane- 1 , 2 -di amine in II. This was confirmed by 
methylation of I and II with Me iodide yielding identical compds. which 
were named leucinostatin A-M. 
IT 76600-38-9 76663-52-0 

RL: BIOL (Biological study) 
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198-1:68690 CAPLUS 
100: 68690 

The biomimetic gel phase synthesis of the 

RNA- polymerase II inhibitor peptide 

6 ' -dehydroxyamanul 1 in 

Birr, Christian.- Schmitt, Bertram 

Max-Planck-Inst. Med. Forsch.. Heidelberg, D-6900/1, 
Fed. Rep. Ger. 

Pept., Proc. Eur. Pept . Symp., nth (1983), Meeting 
Date 1982, 227-32. Edicor(S): Blaha, Karel; Malon, 
Petr. de Gruyter: Berlin, Fed. Rep. Oer, 
CODEN: 50CFAA 

Conference 
Engl ish 



AB 6 ' -Dehydroxyamanul 1 in (I) was obtained from Boc-HPI -Gly- I le-Oly-OEt (II; 
Boc - Me3C02C, HPI - 3a-hydroxy-l. 2, 3, 3a. 8, 8a-hexahydropyrrolo(2, 3- 
bl indole-2-carboxylic acid residue) and Ddz-Cys (CPh3) -Aan(Mbh) -Hyp(CHel) - 
Ile-OCMe3 1III; Ddz - 3, 5- (Me0)2C6H3CMe2O2C, Mbh • CH (C6H40Me-4 ) 2) » which 
were prepared in the gel phase by stepwise couplings of Ddz amino acid 
active e9ter9 with polymer - bound 1 - hydroxybenzotr iazole (HOBt ) . II waa 
saponified to give Boc-HPI - Gly-Ile - Gly -OH (IV), whereas III was Ddz-deblocV. 
and then coupled with iv by DCC/HOBt to give Boc-HPI -Gly-ile-Gly-cys (CPh3) - 
• A3n (Mbh) -Hyp(CMe3) -ocMe3 (V). When V was declocked by CF3CD2H, the HPI 
residue was cleaved simultaneously to give thioether -bridged peptide VI. 
which was cyclized by Dcc/N- hydroxysucci nimide and then oxidized by H202 
to give I. I contained ahout 3 times more (S) - sul foxide than 
<R> -sul toxide,- (R)-I is analogous to the natural mushroom constituent. 
<R)-I inhibited the title enzyme by SO weight * at 0.76 . 10-7 M. 

IT 88499-40. SP 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of) 

RN 884 99-40-5 C A PLUS 

CN Li- Isoleucine, 2-mercaptotryptophylglycyl -L- isoleucylglycyl -L-cysteinyl -L- 
asparaginyl- (4R) - 4 - hydroxy- L- prolyl - , cyclic (1-5) -thioether (9CI) 
(CA INDKX NAME) 

Absolute stereochemistry. 




88499-39- 2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and deb) ock i ng - thioether bridge formation of) 
884 99 3 9- 2 CAPLUS 

L- Isoleucine, N- (1- (N- (bi a (4 -met hoxyphenyl ) met hy 1 ! -N2- IN- IN- IN- (N- | |1- 



[ (1 , 1 -dimethylethoxy) carbonyl] -1,2,3,3a, 8, 8a-hexahydro-3a- 
hydroxypyrrolo [2, 3-bl indol-2-yl] carbonyl ] glycyl) -L-isoleucyl Iglycyl] -S- 
(triphenylmethyl) -L-cysteinyl] - L-asparaginyl J -4- (1, 1 -d ime t hylet hoxy ) -L- 
prolyl!-. 1, l-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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88499-34-7P 88499-36-9P 

RL: SPN (Synthetic preparation),- PREP (Preparation) 
(preparation and partial deblocking of) 

86499-34-7 CAPLiUS 

L-Isoleucine, N- (1- In- Ibis (4 -methoxyphenyl ) methyll -N2- I [1- (3.S- 
dimethoxyphenyl ) - 1 -met hylet hoxy) carbonyl ) -L- asparaginyl ) -4 - < 1 , 1- 
dimethylethoxy) -L-prolyl] - . 1 , 1 -di methylethy 1 ester <9ci> (CA INDEX 1 



?■ G 

NH 0 



X 



RN 88499-36-9 CAPLUS 

CN L-Isoleucine, N- [1- |N- [bis (4 -methoxyphenyl >mechyl) -N2- (N- |(l- (3.5- 

dimethoxyphenyl ) - 1 -methy lethoxy I carbonyl I -S- (tr iphenylmethyl > -L-cysteinyl) - 
L-asparaginyll -4 - II, 1- dimethylethoxy) -L-prolyl } - . 1 . l-dimethylethyl ester 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



one 

4, 



IT 88499-35-8P 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and peptide coupling of, with protected amino acid ester «i 
polymer- bound hydroxy ben zot r i azole > 
RN 88499-35-8 CAPLUS 

CN L- Isoleucine, N- 1 1 - IN- Ibi s (4 -methoxyphenyl ) methyl ) -L-asparaginyll -4-11.1- 

dimethylethoxy) -L-prolyl )- , 1 , 1 -dimethylethyl ester (9CI) (CA index NAME) 

Absolute stereochemistry. 



Absolute stereochemistry- 




SPH {Synthetic preparation),- PREP (Preparation), RACT 



IT 88499-36-1P 

RL: RCT (React; 

(Reactant or reagent) 

(preparation and peptide coupling of, with tetrapeptide derivative) 
RN 88499-38-1 CAPLU3 

CN L-Isoleucine, N- [1- (N- [bis (4 -methoxyphenyl ) methyl ) -N2- IS- ( tr i phenyl met hyl ) - 
L-cysteinyl) - L-asparag i nyl ] -4- (l , l-dimethylethoxy) -L- prolyl] - , 
1. l-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

OMe 




English 

The conformational preferences in solution of the protected 2-9 segment of 
ettierimicins III and IV, and several related short sequences, were studied 
by IR and CD spectroscopies. The structural preferences of Z- (Aib) 3 -0CMe3 
(Z « PhCH202C. Aib « "-aminoisobutyr ic acid residue) (I) and 
Z- (Aib) 3 -L-Val -x-OMe [X « bond (II) or Qly (III) I were confirmed by x-ray 
diffraction anal. The structures of I, II, and III are characterized by 
CIO - con format ions [one type-Ill (or type III"), a double type-Ill', and 
triple, resp.J. 

52931-42-7 52931-43-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(conformation of fragments of) 
52931-42-7 CAPLUS 

Etnerimicin III (9CI) (CA INDEX NAME) 
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Peptaibol antibiotics: a study on the helical 
structure of emerimicins 

Toniolo, CI audio,- Bonora. Gian Maria,- Benedetti, 

El tore,- Bavoso, Alfonso; Di Blasio, Benedetto; Pavone, 

vincenzo; Peclone, Carlo 

Cent. Stud. Biopol-imeri . CNR, Padua, 35100, Italy 
Pept., Proc. Eur. Pept . Symp, , 17th (1983), Meeting 
Date 1982, 741-4. Editor(s): fllaha, Karel; Malon, 
Petr. de Gruyter: Berlin, Fed. Rep. Qer. 

COD EH: SOGFAA 

Conference 
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The structure of leucinostatin b (I, Aib » NHCMe2C0) was determined by chemical 
degradation and by 1H and 13C NMP and mass spectrometry. 
88234 - 57- 5P 

RL: FORM (Formation, nonpreparat I ve) ,- PREP (Preparation) 

(formation of, from hydrolysis of leucinostatin 8> 
88234-57-5 CAPLUS 

Leucinostatin A, 9 - (N- [1 -methyl • 2 - (tr imethy lammonio) ethyl ] - p- 
alaninamidel -, iodide, |9(S)J- (9CI) (CA INDEX NAME) 
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C-NH- R 
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1984:22996 CAPLUS 
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Structure of leucinostatin 

Mori, Yuji; Suzuki, Makoto; Fukushima, Kazi 
Tiidashi 

Fac. Phorm.. Meijo Univ., Nagoya. 4 68, Jap< 
Journal of Antibiotics (1983), 36(8), 1084 

C0DEN: JANTAJ; ISSN: 0021-8820 

Journal 
Engl ish 
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76663-52-0 

RL: PROC (Process) 

(mol . structure determi nation of) 
76663-52-0 CAPLUS 

Leucinostatin B <9CI) (CA INDEX NAME)- 
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Studies on antibiotics produced at high alkaline pH 
Sato, Michikatsu, Beppu, Teruhiko,- Arima. Kei 
Dep. Agric. Chem . , Univ. Tokyo, Tokyo, 113, Japan 
Agricultural and Biological Chemistry (1983), 47(9), 

2019-27 

CODEN : ABCHA6 ; ISSN: 0002-1369 

Journal 
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I II 
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DOCUMENT TYPE i 
LANGUAGE; English 

AB Screening by using high alkaline media was carried out to detect new 

antibiotics produced by aikalophilic and a 1 kal i - resistant microorganisms. 
Three thousand strains of microorganisms, mainly fungi and streptotnycetes , 
were isolated on highly alkaline media (pH 10.3). The microorganisms 
consisted of 1206 strains of streptomycetes , 1511 strains of fungi, and 
283 strains of bacteria. Among these strains, 151 streptomycetes, 148 
fungi, and 36 bacteria showed antimicrobial activities. Streptomyces 1543 
Produced antimycin A. Verticillium lecanii Produced helvolic acid. 
Paecilomyces lilacinus Produced a group of homologous new peptide 
antibiotics in a broth fermented under highly alkaline conditions. 

IT 76600-38-9 76663-52-0 

RL: BIOL (Biological study) 

(from Paecilomyces lilacinus) 

RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CI) (CA INDEX NAME) 
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The application of FAB spectra to structure 
elucidacion 

Taylor, L. c E-; Hazelby, D. 

Kratos Anal. Instrum., Urmston/Manchester , M31 2LD, Ux 
Analytical Chemistry Symposia Series (1983). 
14 (Chromatogr Mass Spectrom. Biomed. Sci . , 2), 239-43 

CODEN: ACSSDR; ISSN: 0167-6350 

The fab (fast-atom bombardment) mass spectra ot Met -enkephalin, an 
eledoisin peptide, and antiamoebin I (Ac- Phe-Aib-Aib-Aib- Iva-Gly-Leu-Aib- 
Aib-Hyp-Gln-lva-Hyp-Aib-Pro-Phe-ol (Aib « NHCMe2CO, Iva = isovaline 
residue, Phe-ol * phenylalanine!) were recorded. The results confirm the 



amino acid sequences and identify unexpected ions. 

IT 64347-37-1 

RL: PRP (Properties) 

(fast -atom bombardment mass spectrum of) 
RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Isolation and amino acid compositions of 
geographutoxin I and II from the marine snail Conua 

geographu3 Linne 

Nakamura, H., Kobayashi, J.,- Ohizumi. Y . Hi rata, Y. 
Mitsubishi -Kasei Inst. Life Sci . , Machida, 194, Japan 
Experientia {1983), 39(6), 590-1 
CODEN: EXPEAM; ISSN: 0014-4754 
DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Venom (rom C. geographus was chromatographed on Sephadex G-50 and 

CM-sephadex c-25 to yield 2 active tractions which were further purified 
by high-performance liquid chroma tog. and Sephadex 0-25 chromatog. The 
resulting peptides, geographutoxins I and II, were similar in amino acid 
composition except for the presence of methionine in toxin II in place of tfe 
glutamic acid present in toxin I. These toxins, at concns . >10-8M. 
markedly inhibited twitch responses of the mouse diaphragm to direct 
stimulation, in contrast to conotoxins which inhibit the response to 
indirect but not to direct stimulation. 

IT B6394-16-3 86414-29-1 

RL: BIOL (Biological study) 
(of venom, ot snail) 

RN 86394-16-3 CAPLUS 

CN u-conoioxin C II IA (reduced) (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 864 14-29-1 CAPLUS 

CN M-Conotoxin Q HID (reduced) (9CI» (CA INDEX NAME) 



Absolute stereochemi at ry . 
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AUTHOR{S>: Sato. Showbu; Nakanura, Hideshi; Ohizumi, Yasushi/ 

Kobayashi. Junichi,- Hi rata, Yoshitnasa 
Mitsubishi-Kasei Inst. Life sci . , Machida. 194, Japan 
FEES Letters (1*83). 155(2), 277-80 
CODEN: FEBLAL; ISSN: 0014-5793 
DOCUMENT TYPE i Journal 
LANGUAGE: English 

AB Two homologous toxic peptides, geog raphutoxi na I and II, containing 
hydroxyproline from the venom of the marine snail C. geographus were 
sequenced. The 2 toxins consist of 22 residues each and have very similar 
primary structures. These peptides inhibit the contractile response of 
directly stimulated mouse diaphragm. 

IT B6394-16-3 86414-29-1 
RL: PRP (Properties* 

(amino acid sequence ot) 

RN 86394-16-3 CAPLUS 

CN p-conotoxin G T 1 1 A (reduced) <9CI> tCA INDEX NAME) 
Absolute stereochemistry. 
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RN 864 14-29-1 CAPLUS 

CN p-conotoxin G HID (induced) (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



ICH2)3 O (CH2)4 



(CH 2 )4 O (CH 2 >3 

^ NH 2 



NH 2 
MeS 



N* \ 
H \ 



0 NH 



H 2 N / \ 



V - S (CH 2 )4 



PAGE 1-C 



PAGE 1-A 



Et - CH- CH— -CH "C 



11 ; i 

O C-NH-CH CH-Pr-i O 

I! I II 

-C-NH-CH-CH2 CH-CH2-CH-CH2-C- Et 



0 Me 0 He 0 O Me 

! If i ,. II I 

C-NH-C-C-NH C C NH~ CH2" CH2-C-NH CH- 



V V V V V 



O Me O 

C MH~ C- C 



C NH CH-Bu-i 
I 

CH Bu - i 



L6 ANSWER 513 OF 551 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE : 
SOURCE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
1933:122280 CAPLUS 
98 : 122280 

Fast atom bombardment mass spectrometry,- a promisi 
tool Cor structural studies 
Rinehart, Kenneth L. , Jr. ' 
Urbana, IL, USA 

TrAC, Trends in Analytical Chemistry (1983), 2(1), 

10-14 



CODEN: TTAEDJ; ISSN: 0165-9936 
Journal 
Engl ish 

The methodol . of fast-atom-bombardment mass spectrometry is discussed as 
well as ito application to the assignment of structures to peptides and 
antibiotics, and examples are given of the use of the method in obtaining 
mass spectra of antiamoebin III. antibiotic CC1014. and zervamicin IC. 
76600-38-9 79392-51-1 
RL: PRP {Properties* 

(mass spectrum of. fast - atom- bombardment ) 
76600-3 8-9 CAPLUS 

Leucinostatin A <9CI) (CA INDEX NAME) 



79392-51-1 CAPLUS 

L-Prol inamide, N-;icetyl - L- 1 ryptophy 1 - L- isoleucyl - L- «-glutamyl -D- 
isovalyl - L- isoleutyl-L-threonyl - 2 -meLhy 1 a lany 1 - L- leucyl - 2 -methylalanyl - 
<4R) -4-hydroxy-L-prolyl-L-glutaminyl - 2 -methylalanyl - (4R) -4 -hydroxy-L,- 
prolyl -2-methylalAiiyl-N- | (1S>-1- ( hydioxymethy 1 ) - 2 -pheny lethyl ] - (9CI> 
INDEX NAME) 
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CODEN: IJMIBY; ISSN: 0020-7381 
DOCUMENT TYPE- Journal 
LANGUAGE: English 

AB The usefulness of f ast - atom-bomba t dment (FAB) mass spectra for in-depth 

study ot the spectrum by metastable scanning techniques and accurate mass 
measurement for structure elucidation is discussed. Examples are also 
given that confirm the amino acid sequence of a number of peptides and 
unexpected ions are identified. 

IT 6434 7-37-1 

RL: PRP (Properties) 

(structure of, determination of, by f ast - at on- bombardment mass spectroscory » 
RN 64347-3 7-1 CAPLUS 

CN Antiamebin I <9C1) (CA INDEX NAME) 
Absolute stereochemistry. 
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The application of FAB spectra to structure 
elucidation 

Taylor, L. C. E.t Hazelby. D . i Wakefield. C. J. 
Kratos Anal. Instrutn., Manchester, UK 
international Journal of Mass Spectrometry and Ion 
Physics (1983), 46, 407-10 
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Two new polypeptide antibiotics, CC-1014 and CC-1014B 
Wiley. Paul F . ,• Koert, James M.; Hanka, Ladislav J. 
Upjohn Co.. Kalamazoo, MI, 4 9 001, USA 
Journal of Antibiotics (1982), 35(9), 1231-3 

CODEN: J A NT A J ,• ISSN: 0021-8820 
Journa 1 
English 

In the course of a screening program for antitumor antibiotics, 2 new 
untibiotics elaborated by Paecilomyces sbntptus were isolated. One of 
these (CC-1014) is a polypeptide and the other mo3t probably is, as its 
properties ore very similar to those of CC-1014. 

76600-38-9 

RL: BIOL (Biological study) 

(from Paecilomyces abruptus) 

76600-38-9 CAPLUS 

Leucinostatin A (9CI) <CA INDEX NAME) 



Et-CH CH—CH-C 



0 R OH 

11 I ! 

C-NH-CH-CH- Pr-i O 

1 II 
-NH-CH-Cii 2 -CH-CH2- CH~ CH 2 ~ C~ 

I I 



C~ NU — C- C- NH- C- C- Nil- Cll2 " CH2 ~ C ■ 



C-NH-CH-Bu-i 



UOCUMENT TYPE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
1983:67385 CAPLUS 
98:67385 

TITLE: Peptaibol antibiotics: a study on the helical 

structure of the 2-9 sequence of emerimicins III and 

IV 

AUTHOR(S): Benedetti. Ettore; Bavoso, Alfonso.- Di Blasio, 

Benedetto; Pavone, Vincenzo; Pedone. Carlo.- Toniolo. 
Claudio, Bonora, Gian Maria 

1st. Chin., Univ. Napol i , Naples, B0134, Italy 
Proceedings of the National Academy of Sciences of the 
United States of America (1982), 79(24). 7951-4 
CODEN: PNASA6; ISSN: 0027-84 24 
Journal 
Engl ish 

Solution conformations of the protected 2-9 segment of the peptaibol 
antibiotics emerimicins III and IV |<i-aminoisobutyric acid 
(Aib) ) 3-L-Val -Gly-L-Leu- (Aib)2 and the related shore sequences 
benzyl oxycarbonyl • (Aib) 3 - L- Val -OMe and ben zyloxycarbony 1 - (Aib) 3 -L-Val-Oly- 
OMe have been investigated by CD studies. For the latter 2 compds . the 
structural preferences in the solid state have been assayed by x-ray 
diffraction analyses. These data and those previously reported support 
the view that the shortest Aib-containing segments (from tri- through 
pentapeptides) adopt the 3 10-helical structure both in solution and in the 
solid state. In contrast, the octapeptide appears to adopt the 
«i-helical structure in solution The role of peptide chain length and 
specific amino acid sequences in stabilizing either of the 2 helical 
structures and, hence, their possible implications on the nature of the 
channel formed by peptaibol antibiotics in the membrane are also briefly 
outlined. 

52931-42-7 52931 -13-8 
RL: BIOL (Biological study) 

(helical conformation of octapeptide fragment of) 
52931-42-7 CAPLUS 

Emerimicin III (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 20 07 ACS On ST 
1983:15460 CAPLUS 
98 : 15460 

Antibiotic 1907II and 1907VIII 

Beppu, Teruhiko, Japan 

Jpn. Kokai Tokkyo Koho. n pp. 

CODEN: JKXXAF 

Patent 

Japanese 



KIND DATE 



APPLICATION NO. 



DATE 



JP 19B0-142019 



198010X3 



JP 57067547 A 1982C 

JP 62057199 B 19871130 

PRIORITY APPLN. INFO.: JP 1980-142019 19801013 

AB The peptide antibiotic 1907II and 1907VIII were produced by cultivation of 
Paecilomyces lilacinus. Thus, precultured P. lilacinus 1907 was cultured 
on 100 L broth containing glucose 0.5. soluble starch 3. soybean powder 1. 
peptone 0 3. dry yeast 0.2, K2HP04 0.1, NaCl 0.1, Na2C03 1 g/dL. and snail 
amts. of salts for 6 days at 28°. The broth was chromatographed 
over silica gel ;ind sephadex LH-20 to give 750 mg 1907 1 1 and 150 mg 
1907VIII. The IR and proton NMR spectra of 1907II and 1907VIII are given. 
They had bactericidal and fungicidal properties and also inhibited L1210 
mouse leukemia cells and sarcoma 180 ascites tumor. 
IT 76600-38-9 76663-52-0 

RL: BIOL (Biological study) 

(from Paecilomyces lilacinus) 

RN T6600-38-9 CAPLUS 

CN Leucinostatin A (9CI) (CA INDEX NAME) 
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Studies on the synthesis of emerimicins 



Balasubramani, 



Redlinaki. 



Marshall, a. 



Sch. Med., Washington Univ., St. Louis. MO. 63110, US. 
Pept . : Synth., Struct.. Funct., Ptoc. Am. Pept . 
Symp.. 7th (1981). 61-4. Edicor(B): Rich. Daniel H , / 
Gross, Erhard. Pierce chem. Co.: Rockford, 111. 

CO DEN : 4 7LMAO 

Conference 
English 

The protected 1*9. 10-12. and 13- IS fragments of emerimicin III and IV, 
Ac-Phe-Aib-Aib-Aib-val-Oly-Leu-Aib-Aib-Hyp-Gln- I va-Hyp- X- Phol (Aib - 
NHCMe2C0. Iva « isovaline moiety, Phol -■ phenyla laninol . X - Aib and Ala. 



resp.J. were prepared by solution methods. Thus, Boc-Val -Oly-Leu-OH (Boc » 
Me3C02C) was coupled with H-Aib-Aib-0CJI2Ph to give Boc-Val -Oly- Leu- Aib- Aib- 
0CH2Ph. which was Boc-debl ocked and then coupled with Ac- Phe- Aib- Aib- Ai b- 
OH to give Ac- Phe-Ai b-Aib- Aib- vn 1 -oly-Leu-Aib-Aib-CCH2Ph (sequence 1-9). 
Boc-Hyp(CH2Ph) -Gln-lva-OCH2Ph (sequence 10-12) and Boc- Hyp <CH2Ph) -X - Phol 
(X = Aib, AIM (sequence 13-15) were also prepared 
52931-42-7P S2931-43-8P 

RL: SPH (Synthetic preparation); PREP (Preparation) 
(preparation of peptide fragments of) 

52 931-42-7 CAPLUS 

Emerimicin III (9CI) (CA INDEX NAME) 
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Emerimicin IV (9CI) (CA INDEX NAME) 



1982:468949 CAPLUS 
97:68949 

Isolation of leucinostat in A and one of its 
constituents, the new amino acid, 4 -methyl - 6- (2 - 
oxobutyl ) - 2-piperidinecarboxylic acid, from 
Paeci lomyces lilacinus A-267 

Mori, Yuji; Tsuboi . Makoto; Suzuki. Makoto,- Fukushima. 
Kazutaka; Arai, Tadashi 

Fac. Pharm. , Mejjo Univ., Nagoya, 4 68, Japan 
Journal of Antibiotics (1982), 35(4). 543-4 
CODEN: J ANT A J ; ISSN: 0021-8820 

Journal 
English 



CIt 2 cOEt 



A new antibiotic, leucinostatin A, was isolated from the culture filtrate 
ot P. lilacinus A-267. The antibiotic had antitumor activity againston 
Ehrlich solid carcinoma and antimicrobial activity against gram-pos. 
bacteria and fungi. The physicochem . properties of the antibiotic are 
given. Acid hydrolysis of leucinostatin a produced an amino acid, which 
was identified as 4 -methyl - 6 - (2 -oxobutyl ) - 2 -piper idinecarboxy 1 ic acid (II. 

76600-38-9 

RL: BIOL (Biological study) 

(methyloxobutylpiperidinecarboxylic acid in, of Paeci lomyces lilacinus) 

76600-38-9 CAPLUS 

leucinostatin A (9CI) (CA INDEX NAME) 
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PATENT INFORMATION: 

PATENT NO. 

EP 34347 
EP 34347 
EP 34347 

R: AT, BE, 
US 4406889 
GB 2070619 
QB 2070619 
DK 81006S2 
FI 8100461 
PI 72733 
FI 72733 
NO 8100500 
NO 151325 
NO 151325 
AU 8167284 
' AU 544636 
ES 499420 
ZA 8100969 
HU 27225 
HU 194910 
CA 1181393 • 
IL 62133 
AT 1908 7 
JP 56128794 
DD 159341 
PRIORITY APPLN. INFO. 

OTHER SOURCE IS) : 

GI For diagraro(s) , 



1982:424245 CAPLUS 
97:24245 

Aldohexose derivatives intermediates and their use 



Hartmann , Albert ; 
Stanek. Jaroslav 
Ciba-Geigy A. -O . 
Eur . Pat . Appl . , 
CODEN: EPXXDW 
Patent 
German 



Baschang, Gerhard,- Wacker, Oskar/ 



, Switz. 
100 pp. 



KINO DATE 



APPLICATION NO. 



CH, DE, FR 



19810826 
19811118 
19860409 

IT. LU, NL, 
19830927 
19810909 
19830706 
198108)6 
19810816 
19870331 
19870710 
19810817 
19841210 
19850320 
19810B20 
1 5850606 
19820101 
19820929 
19831028 
19880328 
19850122 
19850430 
19860415 
19811008 
19830302 



MAR PAT 97:24 24 5 
printed CA Issue 



EP 1981-101017 



NO 1981-500 



AU 1981-67284 

ES 1981-499420 

ZA 1981-969 

HU 1981-360 

CA 1981-3708B2 

IL 1981-62133 

AT 1981-101017 

JP 1981-21318 

DD 1981-22765B 

CH 1980-1265 

EP 1981-101017 



DATE 
19810213 



19810213 
19810213 
19810213 

19810213 
19810213 
19810213 
19810216 
19810216 
19800215 
19810213 



Muramyl peptides I [R - alkyl. Ph. alkoxy. pheny la 1 koxy ,• Ri and R2 - H, 
alkyl; R3 » Ph. alkyl substituted by R7CONH. R7C02, R7C0S (R7 « long chain 
aliphatic or cycloal iph. ) ; R4 and R5 - OH. (un ) subst i tuted NH2; R6 » H, 
(un)esteri tied C02H, (un) substi tuted CONH2 ] were as immune adjuvants (no 
data) . Thus, acylation of the murarnyl dipeptide II by oleoyl chloride in 
pyridine and subsequent deblocking by F3CCQ2H gave III. 

81142-9S-2P 81143-00-2P 

RL: SPN (Synthetic preparation),- PREP (Preparation) 

(preparation of) 
8114 2-95-2 CAPLUS 

D-n-Glutamine, N2- li- (N-acetylmurnmoyl) -trans-4- I [6- ( [ lln f)> -3- 
hydroxyandrost-4 -en-n-yl] carbonyl ] amino) - 1-oxohexyl ] oxy] -L-prolyl) - (9CI) 
(CA INDEX NAME) 
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1982:420335 CAPLUS 
97 : 20335 

Structure ot leucinostatin A, a new peptide antibiotic 
from Paeci lomyces lilacinus A-267 

Mori, Yuji; TsuDoi, Makoto; Suzuki, Makoto; Fukushiraa. 
Kazutaka; Aral, Tadashi 

Fac. Pharm., Meijo Univ., Nagoya. 468, Japan 
Journal of the Chemical Society. Chemical 
Communications (1982). (2), 94-6 
CODEN: JCCCAT; ISSN: 0022-4936 
DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Leucinostatin A was isolated from P. lilacinus A-267 and its structure 
determined by mass spectrometry and chemical degradation 

IT 76600-38-9 

RL: BIOL (Biological study) 

(identity with leucinostatin a. from paecilomyces lilicanua BA-267) 

RN 76600-38-9 CAPLUS 

CN Leucinostatin A (9CI) (CA INDEX NAME) 




81143-00-2 CAPLUS 

L- Alanine. N- [N2- [1- <N-acetylmuramoyl ) -trans -4 - ( ( 1 - oxodocosy 1 ) oxy) -L- 
prolyll -D- <i-glutaminyl J - (9CI) (CA INDEX NAME) 



Et CH CH " CH C 



O C-NH- CH CH Pr-i O 

I! I II 

-C NH CH- CH2 CH CH2 CH-CH2~C- Et 



O M« O 

C NH C C 



Me O 
C C 



CH 2 * CH2-C-NH CH~ 



O Me O C-NH CH- Bu - i 

'I * . I 

C" NH-C C NH- CH- Bu-i 



PAGE l-B 



PAGE l-B 



IT 82111-45-3P 

RL: SPN (Synthetic preparation),- PREP (Preparation) 
(preparation of) 
RN 82111-45-3 CAPLUS 

CN Leucinostatin A, monoacetate (ester) (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1982:218219 CAPLUS 
96:218219 1 

Fast atom bombardment mass- spectrometry applied to 
pept ides 

Rinehart, K. !,., Jr.; Moore, M . L . .- oaudioso. L, A. ; 
Barber, M . ; Bordoli. R. s.,- Sedgwick. R. D.; Tyler, A. 
N. .- Green, B. N. 

Roger Adams Lab., Univ. Illinois urdana- Champaign, 

urbana. IL. 61801. usa 

Pept.: Synth., Struct., Funct . , Proc. Am. Pept. 
Symp., ith U9di>, 7ST-60. Editor (s>: Rich, Daniel 
H , ; Gross, Erhard. Pierce chem. Co.: Rockford. 111. 

CODEN: 4 7LMAO 

DOCUMENT TYPE : Conference 
LANGUAGE: English 

AB Fast -atom- bombardment mass spectrometry (FAB-MS) was used to elucidate the 
structure of peptide antibiotics such as antiamoebin I [ 
64347-37-1], alamethicin I (59588-86-2), zervamicin IC I 
79392-51-1), the antitumor antibiotic ML 1014 181869-20-3 
), and others. FAB-MS is a superior alternative to a number of other 
techniques of MS. Accurate mass measurement of the ra/j 1067 peak in the 
FAB spectrum of zervamicin IC determined that the 2 hydroxyprol ine residue? 
were to the right of the fragmentation giving the peak. 

IT 64347-37-1 76600-38-9 79392-51-1 
RL: PRP (Properties) 

(structure of, fast -atom- bombardment mass spectroscopy in study of) 

RN 64347-37-1 CAPLUS 

CN Antiamebin I (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Leucinostatin A f9CI> (CA INDEX NAME) 
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L-Prol inamide, N- acetyl - L- tryptophyl - L- isoleucy 1 - L- a- glutamyl -D- 
iaovalyl -L-isoleucyl - L- threonyl - 2 -met hy lalanyl - L- leucyl - 2 -methylalanyl - 
(4R> -4 - hydroxy -L- prolyl -1,-glutaminyl -2 -methylalanyl - (4R) -4 -hydroxy- L- 
prolyl 2 -met hy ) alanyl -N- 1 (IS) -1- ( hydroxymet hyl ) - 2 -phenyl ethyl 1 - (9CI) (CA 
INDEX NAME) 



RN 7 6600-38-9 CAPLUS 
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1982:123320 CAPLUS 
96 il23320 

Oligopeptides with specific inhibiting properties of 
col lagen- induced aggregation and pharmaceutical 
compositions containing them 

Caen, Jacques; Legrand. Yves,- Lefrancier. Pierre 

Choay S. A., Fr. 

Eur. Pat . Appl . , 54 pp. 



DOCUMENT TYPE ; 
LANGUAGE : 
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PATENT NO. 



BE, CH. DE. FR. GB 



HO 8103329 

W: AU, JP, US 
AU 61'Ub66 
AU 552567 
JP 57500563 
CA 11S3S26 
US 4474761 
PRIORITY APPLN. INFO.: 



CODEN: EPXXDW 

Patent 
Engl ish 



KIND DATE 



1981 1118 
19840509 
IT. NL. 
19811126 

19811207 
1986060b 
19820401 
198S030S 
19841002 



APPLICATION NO. 



EP 1981-400739 



WO 19B1-EP46 

AU 1981-71566 

JP 1981-S01S57 

CA 1981-377436 

US 1981-339437 

GB 1980-15662 

WO 1981-EP46 



19810511 

19810511 
19810512 
19811226 
19800512 
19810511 



AB Title peptides with no more than 10 amino acida containing the sequence 
X-Xl-Qly-X2-aly-X.*-X4 IX, X4 - Arg. Orn, Lys. cystine residue; XI. X3 • 
Pro, Hyp. X2 - X5-X6, X6-X5 1X5 = Hyp. Pro,- X6 « spacer amino acid 
residue)] were prepared Thus. Boc- Lys (Z) -OSu (Boc • Me3C02C, Z - C02CH2Ph. 
Su = succinimido) was coupled with H -Hyp-OMe . HCl in DMF containing 
N-m«thylraorphol itie III to give Boc- Lys ( Z) - Hyp-OMe, which was Boc- deblocked 
and then coupled with Z-Cly-OSu to give Z-Gly- Lys <Z) -Hyp-OMe. which was 
saponified and then coupled with H - Gl y -OCMe3 . HCl in DMF containing I to gi"' 
Z-GlyLyslZ) - Hyp-c;iy-oCMe3 . which was de - tert - butylated by CK3C02H to give 
Z-Gly- Lys (Z) -Hyp-Gly-OMe (ID. Z-Glu (OCMe3 ) -Hyp -OH and 

H-Gly-Pro- Lys (BOC ) - ocMe 3 were prepared by solution methods and then they wo 
coupled together ny CI C02CH2CHMe2 in DMF to give Z-Gl u (OCMe3 ) -Hyp-aiy-Pro- 
Lys (Boc) -OCMeJ . which was Z-deblocked by hydrogenolysis and then coupled 
with II by ClC02CH2CHMe3 in DMF to give the protected nonapeptide, which 
was deblocked by CF3C02H and hydrogenolysis to give H-Gly- Lys-Hyp-Gly-Olu- 
Hyp-Gly- Pro-Lys-OH (III). 111 inhibited col lagen- induced platelet 
aggregation by 78*. 
IT 81081-60-9P 81081-61-OP 81081-63-2P 
810S1-64-3P 81081-66-5P 810B1-67-6P 
81081-68-7P aiOBl-69-SP 81081-70-1P 
81081-71-2P 81081-73-4P 81081-74-5P 
81081-76-7P B1081-77-8P 81081-78-9P 
81081-79-0P 81081-81-4P B1081-B2-5P 
B1081-84-7P 810B1-85-BP 810B1-B6-9P 
81081-87-0P 81081-89-2P 81081-90-SP 
81081-92-7P 81D81-93-8P B1081-94-9P 
81081-95-0P 81099-95-8P 81099-99-2P 
81100-02-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation ot) 
RN 81081-60-9 CAPLUS 

CN L-Lysine. N2- |trans-4 -hydroxy- 1 - [N- ll- |N- IN- (trans - 4 - hydroxy- 1 - L- lysyl -U~ 
prolyl )glycyl) - I,- -^glutamyl J - L -prolyl ] glycyl] -L-prolyl) - (9CI) (CA 

INDEX NAME) 
Absolute stereochemistry. 
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5 (CH2)4 



rn aioai-61-o caplus 

CN L- Lysine , N2- [trans - 4 - hydroxy- 1 - [N- 11- IN- [N- ( 1 - L- lysyl - L- prolyl I glycyl ) - 
«-glutamyl) -L-prolyl] glycyl) -L-prolyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CH 2 )4 s 



RN 81081-63-2 CAPLUS 

CN L- Lys ine . N2- (trans -4 -hydroxy- 1 - [N- (trans- 4 - hydroxy- 1 - (N- (N- (t rans-4 - 
hydroxy- 1 -L- lysyl L- prol y 1 ) g 1 ycy 1 ) -L- «i-glutamyl| - L- prolyl ] glycyl ) -L- 
prolyll- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



N > 

^(CH 2 )4 s O 



r 



RN 81081-64-3 CAPLUS 



CN L-Lysine, N2- [trans- 4 - hydroxy- 1 - [N- [ trans - 4 - hydroxy - 1 - (N- [N- ( 1 - L- lysy 1 -L- 
prolyllglycyl] -L- a-glutamy 1 ) -L-prolyl ) glycy 1 ] -L-prolyl] - <9CD (CA 
INDEX NAME) 

Absolute stereochemistry. 



i 0 



H2N 
H2N^ >i 



II 



' X s. 



- IL 
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C0 2 H 
N s (CH 2 >4 
RN 81031-66-S CAPLUS 

CN L-Lysine. N2- [1- EN- [1- [N- [N- [1- (N2-gl ycyl - I.- lysyl ) -trans-4 -hydroxy- L- 
prolyl] glycy 11 -L- u -glutamyl ] -L-prolyl 1 glycy 1) -trans-4 - hydroxy- L- 
prolyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 

- NH j 

~~"N S " (CH 2 ) 4 

RN 81081-67-6 CAPLUJl 

CN L-Lysine. N2 - [1- (N- [1- (N- (N- [1- (N2 -glycyl - L- lysyl > -trans -4 -hydroxy • L- 
prolyllglycyl) - L»- <J-glutamyll -trans-4 - hydroxy- L-prolyl J glycyl ) -trans- 
4-hydroxy-L-prolyll - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

HO 




RN 81081-68-7 CAPLUS 

cn L-Lysine, N2 - [ i - [N- [ i - [n- [N- tl - <N2 -glycyl -L- lysyl) - L-prolyl 1 g lycyl ] - L- 
fi-glutamyl] - trans-4 - hydroxy- L- prolyl Iglycyl] -trans-4 -hydroxy-L- 
prolyll- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



-<CH 2 )4 s 



I \ ° }'^^ co ; 



H2N 



RN 81081-69-8 CAPLUS 

CN Glycine. N- [N2- [trans-4,- hydroxy- 1- IN- [1- IN- |N- ( t rans -4 - hydroxy- 1 - L- lyayl-L- 
prolyl > glycyl ) -L- << -glutamyl 1 - L - pro 1 y I ] g 1 ycy 1 ] -L-prolyl ) - L- lysyl] - 
I9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



I 



. (CH 2 )4 g ^V. ° 



RN 81081-70-1 CAPLUS 

CN Glycine. N- [N2- i t rans - 4 - hydroxy - 1 - [N- [ t rans -4 -hydroxy- 1 - [N- IN- (cr«ns-4- 
hydroxy- 1 -L- lysy 1 -L-prolyl ) glycyl ) - L- u -glutamyl ] - L- prolyl ) glycyl 1 -L- 
prolyl) -L-lysyl) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry . 



C0 2 H 



PAGE 1-A 




RN 81081-71-2 CAPLUS 

CN Glycine, N- [N2- [ trans-4 - hydroxy- 1 - (N- (trans -4 -hydroxy- 1 - IN- [N- (1-L- lysyl-L- 
proly! > glycyl ) - L- >t -glutamyl 1 -L- prolyl ] glycyl ] -L-prolyl J - L- lysy 1 1 - 
(9C1) (CA INDEX NAME) 

Absolute stereochemistry. ( 



PAGE 1-A 




HO 



PAGE 1-B 




RN 81081-73-4 CAPLUS 

CN L- Lysine, N2- (trans - 4 - hydroxy- 1 - (N- (N- [1- (N- (trans-4 -hydroxy- 1-L-lysyl-L- 
prolyl IglycylJ -L-prolyl ] -1,- u-glutamyl ) glycyl ) -L-prolyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



. PAOE 1-A 

NH 2 




RN 810B1-74-& CAPLUS 

CN L- Lysine, N2- [trans -4 - hydroxy- 1 - IN- IN- ll- [N- ( 1 - L- 1 ysyl - L- prolyl > glycyl) -L- 
prolyl 1 -L-'«-glutaroyl}glycyl) -L-prolyl 1 - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O i^^^COjH 0 

» [l \ 



I Ni, 2 



RN 81081 -76-7 CAPLUS 

CN L-Lysine, H2- [1- (N- [M- (trans-4 - hydroxy- 1 - [N- ( 1 - L- lysy 1 - L-prolyl ) g lycy 1 ] - L- 
prolyl J -L-<i-glutamyl)glycyl] -L-prolyl) - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



P 



i - 1 



-H^ J. ICH 2 >< 
C0 2 H 



RN 81081-77-8 CAPLUS 

CN L-Lysine, N2- [trans - 4 - hydroxy - 1 - (N- [N- [ t rans -4 -hydroxy- 1 - [N- (trans-4- 
hydroxy- 1-L- lyay ) ■ L-prolyl ) glycyl J -L-prolyl ) - L- u-glutamyl ) glycyl) -L- 
prolylj- !9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



O f T 



'J 



RN 81081-78-9 CAPLUS 

CN L-Lysine, N2- It rana -4 - hydroxy- 1 - IN- IN- [trans - 4 -hydroxy- 1 - IN- (1 -L- lysyl-L- 
proly 1 ) g lycyl 1 -L-prolyl) -L- .i-glutaroyl I glycyl 1 -L-prolyl ) - (9CI) (CA 

INDEX NAME) 



Absolute stereochemistry. 



r 



RN 91081 -81 -4 CAPLUS 

CN L- Lysine, M3 - I J - IN- [N- [1 - IN- U - <N2 -glycyl - L- lyayl > - trans -4 -hydroxy- L- 
prolyl ] glycyl ) -L- prolyl ) -L- u-g 1 utamyl 1 glycyl I - trans - 4 - hydroxy- L- 
prolyll- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



N. s ^ <CH2)4 
CD 2 H 



OH 

RN 810B1-T9-0 CAPLUS 

CN L-Lysine, N2- tl- (N- $n- re rans -4 -hydroxy- 1- |N- (trans -4 -hydroxy- l-L- lyayl - L- 
prolyljglycyl] -L-prolylJ -L- u-glutarayl ] glycyl ] -L-prolyll - (9CI> (CA 
INDEX NAME) 

Absolute stereochemistry. 



H2N.^ 
H2N ^ 



O " C0 2 H O 

f s s r 

— o 



RN 81081- B2-5 CAPLUS 

CN L-Lysine, N2- [1- [N- [N- [1- (N- (l- (H2 -g lycyl - L- lysy 1 ) -L-prolyl) glycyll -L- 
prolyl] -L- "-glutamyl] glycyl] - trans -4 - hydroxy- L-prolyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



i ™ 2 



RN 81081 -84 -7 CAPLUS 

CN L-Lysine. N2- [ l - In- IN- (l- [n- (l- (N2 -glycyl - L- 1 yayl I -L- prolyl 1 glycyll -trans- 
4-hydroxy-L-prolyl I -L- ^-glutamyl Iglycyl ) -L-prolyll - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



(CH 2 )4 



XX 
O 1 



C0 2 H O 



H2N V 



N. 



0 i C0 2 H O 



H i! s j 

I 

ICH 2 )A s ^NH 

H 2 N 



81081-85-8 CAPLUS 

L-Lysine, N2- II - [N- IN- 1 1 - IN- 1 1 - <N2- glycyl -L- lysyl) - trans - 4 -hydroxy- L- 
proly 1 ) glycyl ) - l rans -4 - hydroxy- L-prolyl 1 - L- n-g lutamyl I gl ycy 1 ] -trans- 
4 -hydroxy- L- prolyl! - (9C1) (CA INDEX NAME) 



Absolute stereochemistry. 



H2W. 
H2N, 



f 0 • 



» I! 




H2N^ 



j" 

<CH 2 >4 S/- NH 
CQ 2 H 



RN 81081-86-9 CAPLUS 

CN L- Lysine, N2 - [1- [N- [N- [1- (N- [1- <N2 -glycyl - L- lysyl > -L-prolyl) glycyl] - 
A - hydroxy- L- prolyl ) -L- "-glutamyl J glycyl ) - trans - 4 - hydroxy - L-prolyl ) - 
<9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 81081 -67-0 CAPLUS 

CN L-Lysine, N2-[l-(N |N- ( 1 - [N- 1 1 - tN2 -g lycy 1 • L- lysyl ) -trans -4- hydroxy- L- 
prolyl ] glycyl ) -t. rails -4 -hydroxy- L-prolyl 1 • L- <i- glutamyl ] glycyl 1 -L- 
prolyll- (SCI) (CA INDEX name) 

Absolute stereochemistry. 



O • V C0 2 H O 



H ii 



I 



RN 610B1-&9 2 CAPLUS 

CN Glycine. N- [»2- (trans -4 -hydroxy- 1 - [N- IN- [1- IN- (trans -4 - hydroxy- 1 - L- lysyl-L- 
prolyl) glycyl ) -L-prolyl) -L- n-glutnmyl] glycyl ] -L-prolyl] -L-lysyl] - 

(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



N 



RN 8108 1-90-5 CAPLUS 

CN Glycine, N- [N2- I trans - 4 - hydroxy - 1 - (N- (N- (1- (N- ( 1 - L- lysyl • L-prolyl ) glycyl] 
L-prolyl] -L- .i-glut.amyl Iglycyl I -L-prolyl] -L-lysyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



< > i Y° , 

• J 



I"co 2 H O 



(CH 2 )4 



RN 810U1-92-7 CAPLUS 

CN Glycine. N- |N2 - 1 1 - IN- |N- ( trans -4- hydroxy- 1- [N- < 1- L- lysyl - L-prolyl ) glycyl) 
L-prolyl) -L-«-gluLamy] Iglycyl) -L-prolyll -L-lysyl) - <9CI) (CA INDEX 



Absolute stereochemistry . 



PAGE l-B 



PAGE 1-A 



NH 2 




<CH 2 >4 

*** NH 2 



RN 81081-53-8 CAPLUS 

cn Glycine, tl- [N2- (trans-4-hydroxy-l- (N- [H- U rans - 4 - hydroxy- 1 - (N- <trans-4- 
hydroxy-l-L-lysyl-L-prolyl)glycyl) -L-prolyll - L- n-glutamyl Iglycyl) • L* 
prolyl) -L-lysyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

HH 2 




O 




(CH 2 M 

NH 2 



-OH 

RN 8108 1-94-9 CAPLUS 

CN Glycine, N- [N2- It rans-4 - hydroxy- 1 - [N- IN- [trans-4 - hydroxy- 1 - (N- U-L-lysyl-L- 
prolyDglycyll -L- prolyl) -L- ci* glutamyl ] g J ycyl ) - L- prolyl ) -L-lysyl) - 
<9CT> (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

NH 2 




RN 81081-95-0 CAPLUS 

CN Glycine. N- |N2- II- [N- (N- ftrans-4 - hydroxy- 1 - (N- (trans-4 - hydroxy- 1 - L- lysyl -L- 
prolyl ) glycyl ) - L prolyl I -L- n -glutamyl ) glycyl ) -L-prolyl ) - L- lysyl ) - 



(SCI) (CA INDEX NAME) 

Aosolute stereochemistry. 



(CH 2 )4 S ^ 



o 



X >k 



RN 81099-55-B CAPLUS 

CN L- Lysine , N2- [1- [N- [l- IN- [N- (1- (N2 -glycyl -L-lysyl ) -L- prolyl ] g lycyl I -L- 
<i-glutamyl) -L-prolyl) glycyl I -trans-4- hydroxy- L- prolyl I - (9C1) (CA 
INDEX HAME ) 

Absolute stereochemistry. 



,<CH 2 )< 



\ ° I CC 

o 



C0 2 H 
M' s fc 



RN 81099-99-2 CAPLUS 

CN Glycine, H- [N2- (trans-4 - hydroxy- 1 - IN- 1 1 - (N- (N- (1 -L- lysyl - L- prolyl ) g lycyl ] - 
L-<«-glutamyl ] -L-prolyl Iglycyl) -L-prolyl) -L- lysyl) - (9CI) (CA INDEX 
NAMK) 

Absolute stereochemistry. 

PAGE l-A 

H 



! 



N ^ 

^<CH 2 >4 s *v 0 



H 2 N 



(CH21 4 3 NH 



RN 81100-02-9 CAPLUS 

CN L-Lysine, N2- [1- IN- [N- It rans - 4 - hydroxy- 1 - [N- Itrans - 4 - hydroxy- 1 - (N2- (N-L- 
tyrosy iglycyl ) - 1. - lysyl I -L-prolyl ] glycyl J -L-prolyl ) - L- u- 
glutamyl] glycyl) -L-prolyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemist ry . 




0 (CU 2 > 4 




10-6u solution whereas Ki of in is about 5 times higher. 
IT 79775-11-4P 

RL; RCT (Reactant),- SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and peptide coupling of) 
RN 1977b- 11-4 CAPLUS 

CN L-Isoleucine. M- (1- (N2- 1 [1- (3, S-dimethoxyphenyl ) - 1 -raethylethoxy] carbonyl) - 
L-asparaginyl] -trans-4- (1, 1 -dimethylethoxy) -L-prolyll -. 1, 1 -dimethylethyl 
ester (9CD (ca index name) 

Absolute stereochemistry. 



I. 



X. 



%^\S/(CH 2 >« 
C0 2 H O ^ j Mil 2 



■ C0 2 H O 



IT 79775-04 -SP 79794-10-BP 

RL: RCT (Reactant).- SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and ring closure of) 

RN 79775-04-5 CAPLUS 

CN L- I so leucine, 2 -mercapto- L- tryptophy lgl ycyl - L- isoleucylglycy 1 -L- cysteinyl- 
L-aaparaginyl - (4R) -•! -hydroxy- 1,- prolyl • , cyclic (1-+S) -thioether 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: Analogs of amanin. Synthesis of I le3 -amaninamide and 

its diastereoisomeric (S> - sul f oxide 

Zanotti, ciancarlo; Birr, christian; wielond, Theodor 
Dep. Naturstoffchem. , Max- Planck- Inst . Med. Res., 
Heidelberg, Fed. Rep. Cer. 
SOURCE: International Journal of Peptide i Protein Research 

(1981), 18(2), 162-8 
CODEN: IJPPC3 ; ISSN: 0367-8377 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
QI' For diagram (s), see printed CA Issue. 

AH Ile3-amaninamide (R-I; X - o) (II) and its diastereomer I c sulfoxido S-I (X 

= O) (III) were prepared by oxidation of the bicyclic thioether peptide (IV) 
H202-ACOH. IV was prepared by an intramol. Sa vige- Fontana reaction of V 
whose N-terminal Boc-Hpi (Boc » Me3C02C, Hpj - g) on treatment with 
F3CC02H lost the BOC-group and reacted under thioether formation with the 
released cysteine-SH. The concomitantly deprotected carboxyl terminus was 
coupled intramol. with the free amino group of VI using the mixed 
anhydride or DCCI method. Compds . II and III agreed with analog samples 
in chiroptical behavior. Thioether IV and sulfoxide II exerted 501 
inhibition of RNA polymerase II (or B) from Drosophila melanogaster in 



O COjH 



PAGE 2 -A 

II 

O 

RN 79794-10-8 CAPLUS 

CN L-Isoleucine, N- [trans-4 - < 1 . 1 -d imethylethoxy) - 1 - [N2- IN- (N- [H- IN- [ (1- [(1.1" 
dimethylethoxy) carbonyl 1 -l,2,3,3a.B, 8a-hexnhydro-3a-hydroxypyrrolo {2 , 3 - 
b) indol - 2-yl ) carbonyl] glycyl ] -L- isoleucyll glycyl 1 -S- ( t r i phenylmethyl 1 • L- 
cysteinyl) -L-asparaginyl] -L-prolyl } - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




Barber. Michael; Sedgwick, R. Donald; Bordoli. Robert 
s . Tyler. Andrew N . ,- Green, Brian N. 
CORPORATE SOURCE: Sch . Chero. Sci . . Univ. Illinois, Urbana. IL, 61801, 

USA 

SOURCE: Journal of the American Chemical Society (1981). 

103(21), 6517-20 

CODEN: JACSAT; ISSN; 0002-7863 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The new technique ot fast atom bombardment mass spectrometry (FABMS) , 
together with gas chromatog. and gas chromatog . /mass spectrometry, was 
employed in assigning the structures of the antibacterial peptaibophol 
antibiotics zervamicins IA, IB, IB1 , ic (acidic), IIA. ! IB, and II-l to 
11-5 (neutral). Emerimicins IIA and IIB are identical to zervamicins IIA 
and IIB. The major acidic antibiotic, zervamicin IC, has the structure 
Ac-Trp- I le-Glu-lva- Ile-Thr-Aib-Leu-Aib-Hyp-Gln-Aib-Hyp-Aib-Pro-Phol 
whereas the major neutral antibiotic, zervamicin IIB. has the same 
structure but with Glu replaced by Gin. Other zervamicins differ from 
these by isovaline-aminoisobutyrate, isoleuci ne- val ine , and leucine- valine 
exchanges . ' 

IT 79392-51-1 79395-B2-7 79395-83-8 
79395-64-9 79395-8i>-0 79355-86-1 
79395-87-2 79395-8B-3 79395-89-4 
79395-90-7 79395 91-8 

RL: PRP (Properties) 
(structure of) 

RN 79392-51-1 CAPLUS 

CN L-Prol inamide, N- acetyl -L- 1 ryptophy 1 -L- i soleucyl - L- <i -glutamyl -D- 

isovalyl - L- i soleucy 1 - L- threonyl - 2 -methy 1 a 1 anyl - L- leucy 1 -2-methylalonyl- 
(4R) -4 -hydroxy- L- pi ol yl -L-glutaminyl - 2 -met hy la lanyl - (4R) -4 - hydroxy- L- 
prolyl-2-methylalanyl-N- | (IS) -1- (hydroxymethyl ) - 2 - phenylethyl I - (9CI> (CA 
INDEX NAME) 



X 



Me Co 2 H Me 

I 

AcNH G Et-CH O CHj CH 2 Bt O Et CH O 

: : I i I il .11 

- CH2 CH C KH-CH-C- NH CH C - NH- C~ C~ NH~ CH" C — 
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TITLE: Structures of eleven zervamicin and two emerimicin 

peptide antibiotics studied by fast atom bombardment 
mass spectrometry 

AUTHOR(S): Rinehart, Kenneth L._ Jr., Gaudioso, Larry A.,- Moore, 

Michael L . ,- Pnndey, Ramesh c . ,• Cook, J. Carter, Jr.; 



I I 

NH- CH- C~ HH- C- C- Nil- CH- 

!! I II I 



0 

He / 

— C— C H. > 

i ii y 

Me o I 



CH- CH2 CH2~C- NH 2 



r 



OH 

! 



OH 



CH " Me Me Me 

11 1 r \ 

-NH-CH C -NH-C-C- NH ■ CH" C- NH-C" C" - N. } 

.! Ml ' «' I .1 "1 

o Me o i - bu 0 Me O I 
NH 



CH CH2-CH2-C- NH 2 



~c Me 
c - o 



Me \ 

1 /\ 

<v . II C-C-NH— C { ^ 

Y 111 11 vJ 

l O Me o \ 



Ph- CH2-CH-NH- 

! II 
HO- CHa 0 

75395-32-7 CAPLUS 

L-Prol inamide. N-acetyl - L- 1 ryptophyl - L- vn 1 yl - L- <> - glutamyl - D- isova lyl - 
L- isoleucyl - L- threony 1 - 2 - me thy la I anyl - L- leucyl - 2 - me thy la 1 any 1 - MR) -4 - 
hydroxy- L-prolyl-L-glutaminyl- 2 -methylalanyl- (4R) -4 -hydroxy- L-prolyl -2- 
methy 1 alanyl-N- [ ( IS) - 1 - (hydroxymethyl ) - 2 -phenyl ethyl ] - 1 9CI ) (CA INDEX 
NAME) 



Ph CH2 - CH I 

HO" CHj 



C- C" NH- C 
,1 I 

0 Me o 
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L-Piol inamide. N-ncetyl -L-t ryptophyl -L- i sol eucyl - L-glutaminyl -D- isova lyl -L- 
valyl -L-threonyl - 2 ■ met hyl a lany 1 -L-leucyl - 2 -methy la lany 1 - (4R) -4 -hydroxy-L- 
prolyl - L-glutamirty i - 2 ■ methyl a lany 1 - <4R) - 4 - hydroxy- L- prolyl - 2 -methylalanyl - 
N- [ (IS) -1 - (hydroxymethyl) - 2 - phenylet hy 1 ] - (9CI) (CA INDEX NAME) 
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L-Prol inamide. N- acetyl -L-tryptophy 1 - L- isoleucyl -L- glut ami nyl -D- isova lyl- L- 
i so) eucyl - L- threony i -2 -methylalanyl -L- va lyl - 2 -methylalanyl - <4R) -4 -hydroxy- 
L- prolyl -L-glutaminyl - 2 -met hyl a la nyl - (4R) - 4 - hydroxy- L- prolyl - 2- 
methylalanyl -N- f<js)-l- ( Hydroxymet hy 1 ) - 2 -phenylethyl ] - (9CI> (CA INDEX 
NAME) 



CH2 CH2" C NH 2 He 
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CN L-Prol inamide. M- acetyl -L-tryptophyl -L- iaoleucyl - L-gl ucaminyl -D- isovalyl-L- 
isoleucyl-L-threonyl-2-methylalanyl-L-leucyl-2-«nethylalanyl- (4 R > - 4 - hydroxy - 
L- prolyl -L-glutnminyl -2 -met hylalanyl- (4R) -4 - hydroxy- L- prolyl - 2 - 
methylalanyl-N- ( US) -1- (hydroxymethyl) -2-phenylethyl) - (CA INDEX NAME) 
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L-Prol inamide. N-acetyl -L- tryptophyl - L- isoleucy 1 - L-glutaminyl - 2 - 
methylalanyl -L- isoleucyl - L- threonyl - 2 -methy la lany 1 - L- leucyl- 2 -methylalanyl - 
(4R) -4-hydroxy-L-prolyl-L-glutaminyl-2-methylalanyl- (4R) -4 - hydroxy- L- 
prolyl-2-methylnlanyl-N- | (IS) -1- (hydroxymethyl ) -2-phenylethyl) - (9C1) (CA 
INDEX NAME) 



AcNH O Et CH O 
CH2 CH C NH CH" C NH CH 
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|| CN L- Prol inamide, N-acetyl -L-tryptophyl -L-valyl - L-glutaminyl -2-methylalanyl-L- 

CH2 - CH2 - C- Nil 2 Me isoleucyl -L-thronnyl - 2 -methylal anyl - L- leucyl - 2 -me thy la 1 any 1 - (4 Hi -4 -hydroxy- 

| I L-prolyl • L-gluta<ninyl -2-methylalanyl - (4R) -4 -hydroxy-L-prolyl - 2- 

net hy lalanyl -N- [ ( IS) - 1 » (hydroxymethyl ) -2-phenylethyl ) - (9CI) (CA INDEX 

NAME) 
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L-Proli»amidtf, N -acetyl - L- tryptophy 1 - L- i sol eucy 1 - L-glutaminy 1 -2- 
methylalanyl -L- isoleucyl -L-threonyl 2-methy lalanyl - L- va lyl - 2 - methyl a lanyl - 
<4R) -4 - hydroxy- U- pi olyl -L-glutaminy 1 - 2 -methy lalany 1 - <4R> -4 -hydroxy -L- 
prolyl -2-methylhIany! -N- I < IS) - 1 - (hydi oxymethyl ) - 2 -pheny let hy 1 1 - (9CI1 <CA " 
INDEX NAME) 
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Structure ot a peptidal antibiotic P16B 

Isogai. Akira, Suzuki. Akinori,- Higashikawa, Shizuo; 

Kuyama, shimpei; Tamura. Saburo 

Dep. Agric. Chem., Univ. Tokyo, Tokyo. 113, Japan 
Peptide Chemistry (1980). 18th, 125-30 

CODEM: PECHDP; ISSN : 0388-36SB 

Journal 
Engl ish 
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AB The structure ot antibiotic P168 II. Aib « NHCMe2CO) was determined by chetri 
degrdns. and mags spectml data. 
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RL: PRP (Properties I 
(mass spectrum ot ) 
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spectrum against tungi, yeast, and gram-pos. bacteria. It was especially 
active 

against phytopathogeni c tungi, and in vivo it protected intact plants from 
infections of th«se lungi . 
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RL: bac (Biological activity or effector, except adverse),- Bsu (Biological 
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Isolation and biological activity of a peptidal 
antibiotic P168 

Isogoi, Akira; Suzuki, Akinori; Higashikawa, Shizuo,- 

Kuyamn, Shimpei; Tamura, Saburo 

Dep. Agric. Chem., Univ. Tokyo, Tokyo, 113, Japan 
Agricultural and Biological Chemistry (19B1), 45(4), 

1023-4 

CODEN: ABCHA6; ISSN: 0002-1369 
Journal 
Eng 1 i s h 

I76600-38-9J was isolated from the culture 

lomyces lilacinus by extraction with EtOAc, followed by colui 
icic acid and alumina. The antibiotic was isolated as 

[78184-61-9 ) , m. p. 111-113", mol . 
1OI3.H0AC The antibiotic exhibited a wide antimicrobial 
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Number 1907 

Sato, Michikatsu,- Beppu. Teruhiko; Arima. Kei 
Dep. Agric. Chem., Univ. Tokyo, Tokyo, 113, Japan 
Agricultural and Biological chemistry (1980), 44(12), 
3037-40 

CODKN ; ABCHA6; ISSN: 0002-1369 

Journal 

Engl ish 

isolated from Paecilomyces lilacinua strain Number 1907 



consisted of 2 products, a major product antibiotic 1907-u 
76663-52-0 1 and a minor product antihiotic 1907-VIII | 
76600-3 8-9) . Both products showed antimicrobial activity against 
bacteria and fungi. Antibiotic 1907-U had a mol . weight of 1203 and gave 
ninhydrin-pos . reaction. it consisted of several amino acids, a 
methylamine, and a fatty acid. The primary structure of 1907-11 was 
elucidated by mass fragmentation of its acetylated derivative 
76600-38-9 76663-62-0 
RL: PRP (Properties) 

(from Paecilomyces lilncinus, properties and structure of) 

76600-3B-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 
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RL: PRP (Properties) 

(structure of) 
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Leucinostatin A, 9- [M- 12- (acetylmethyl amino) - 1-methylethyl ) - 
alaninamide] -, diacetate (ester) (9CI) (CA INDEX NAME) 



L6 ANSWER 529 OF 55 
ACCESSION NUMBER : 
DOCUMENT NUMBER : 
TITLE : 



94 . 



8744 



i I II 

N - CH2 ~ CH- NH- C~ CH2~ CH2 ~ 



O Me O Me O 
II I II I II 

- C~ C- NH- C~ C- NH- C 
I I | 



i-Bu-CH-NH C 



i-Bu- CH- NH- 



Et-CH -CH— CH- C 



Structure of a peptidal antibiotic P168 produced by 
Paecilomyces HUcinua (Thorn) Samson 
AUTHOR(S): lsogai. Akira; Suzuki, Akinor i ; . Higashikawa . Shizuo; 

Kuyama. Shimpei; Tamura, Saburo 

Dep Agric. Chem.. Univ. Tokyo. Tokyo. 113, Japan 
Agricultural and Biological Chemistry (1980). 44(12), 

3033-5 

CODEN : ABCHA6 ,- ISSN: 0002- 1369 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The structure or P168, a peptide antibiotic produced by P. 1 ilacinua was 

determined by mass spectrometry. It contains (E) -4 -met hyl - 2 - hexenoic acid. 
Nl , Nl -dimethyl - 1 , 2 - propanediami ne , 2 mol of L-leucine, 3 mol of 
u-aminobutyric acid, threo- (1- hydroxy- L- leucine . 

cis-4 -methyl -L-prol ine, fi-alanine, and (2S, 481 - 2 -amino- 6- hydroxy-4 - 
methyl - 8-oxodecanoi c acid. The structure of P168 is similar to that of 
trichopolyn,- ite N-terminus is blocked with a fatty acid and its 
C-terminus with a diamine. 
IT 76600-38-9 

RL: PROC (Process) 

(of Paecilomyces lilacinus, structure determination oft 

RN 766QO-3B-9 CAPLUS 

cn Leucinostatin A (sen (CA index name) 
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a-aminoisonutyric acid, (t-alanine, ci s -4 -methyl - L- prol ine. 

threo- H- hydroxy- L- leucine, and Nl , Nl -dimethyl - 1 , 2 - propanedi amine were 

identified chromatog. alter acid hydrolysis of PI 68. The ether 

extractable fraction of the acid hydrolyzate was composed mainly of 

4 -hydroxy-4 -methy lhexanoic- 1 . 4 - lactone which was derived from 

(E) -4 -methy 1 - 2 - hexenoi c acid during acid hydrolysis. Another compound, 

4-methyl -6- (2-oxohutyl ) -2-piperidine carboxylic acid, also isolated from 

Che acid hydrolyzate. was derived by dehydration from 2-amino- 6- hydroxy-4 - 

methyl - a -oxodecanoi c acid in P16B. 

76600-38-9 

RL: BIOL (Biological study) 

(constituents ot , of Paecilomyces lilacinus) 
76600-38-9 CAPLUS 

Leucinostatin A (9CI) (CA INDEX NAME) 
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constituents of a peptidal antibiotic P168 produced by 
Paecilomyces lilacinus (Thorn) Samson 
Isogai, Akira,- Suzuki, Akinori,- Higashikawa, Shizuo; 
Kuyama, Shimpei; Tamura, Saburo 

Dep. Agric. Chem., Univ. Tokyo, Tokyo, 113, Japan 
Agricultural and Biological Chemistry (1980). 44(12), 
3029-31 

CODEN: ABCHA6 ,- ISSN: 0002-13 69 

Journal 

English 

itibiotic, P168. which has activity against fungi, yeasts, 
bacteria, was isolated from Paecilomyces lilacinus as the 
its mol. formula is C62H 1 UNI ioi 3 . Leucine, 



— CH 2 ~ NMe 2 
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Gas chromatographic determination of the configuration 
of isovaline in antiamebin, aamaroapor in (emerimicin 
IV), stilbellin. su2ukaci 1 1 i ns and trichotoxins 
Brueckner, H . ,• Nicholson, G. J.,- Jung, 0.,- Kruse, K . ; 
Koenig. w. A. 

Inst. Org. Chem., Univ. Tuebingen, Tuebingen, 
d-7400/i, Fed. Rep. cer . 
Chromntographia (1980), 13(4), 209-14 
CODEN: CIIRG87; ISSN: 0009-5893 
Journal 
Engl ish 

ition of isovaline <= 2 -ethy la lanine) was established 
for the peptide antibiotics antiamebin. Tu 165 (CBS 382.62), stilbellin. 
samarosporin (. emerimicin IV), suzukacillin B (A), and trichotoxin A-40 
and A- 50. This contradicts the previously reported L-conf iguration for 
isovaline in antiamebin and emerimicin IV. The configuration was determined by 
gas chromatog. of the N-iril'luo roa ce t y 1 - i s ova line n-Pr ester on glass 
capillary columns coated with the chiral stationary phase 
N-propionyl-L-valine butylamide polysiloxane (Chirasil Val). The 
D-conf iguration of the isovaline from trichotoxin A-40 was also 
established independently, using gas chromatog. of N-pentaf luoro-propionyl- 
isovaline ( » ) - 3 -methyl - 2 -buty 1 esters on glass capillary columns coated 
with OV n. 

52931-42-7 52931-43-8 64347-37-1 
66713-71-1 

RL: BIOL (Biological study) 

(isovaline of, configuration of) 
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Phosphory lot ion of hydroxyprol ine in a aynthetic 
peptide catalyzed by cyclic AMP-dependent protein 
kinase 

Keramisco. James R.; Kemp, Bruce E . Krebs, Edwin 0. 
Sch. Med.. Univ. California. Davis. CA. 95616, USA 
Journal of Biological Chemistry (19791, 254(15), 
6987-90 

CODEN: JBCIIA3 ISSN: 0021-9258 
Journal 
English 

AB Cyclic AMP-dependent protein Kinase catalyzed the phosphorylation of 

hydroxyproline present in the heptapeptide, Leu-Arg-Arg-Ala-Hyp-Leu-Qly . 
The Km value tor the reaction with this substrate was high (.apprx.18 mM) 
compared to the Km values reported for the analogous threonine and 
serine-containing peptides, which were 0.59 mM and 0.016 mM, resp. The vmax 
with the hydroxyproline-contai ning peptide was 1 umol min-l mg-l in 
contrast to Vmax values of 6 and 20 umol min-l mg-l for the threonine- 
and serine-containing peptides, resp. Phosphate esterified to hydroxyproline 
present in the peptide was relatively stable in hot alkali, only 10% being 
released as inorg. phosphate within 30 min in 0 . IN NaOH at 100«, 
whereas all of the phosphate was released from the phosphoaerine peptide 
analog under these conditions. Phosphohydroxyprol ine in the peptide was 
also more stable to acid <5.7» hci, iio»> than phosphoserine, the 
time for 50* release as inorg. phosphate being 15 h in contrast to 6 h for 
the latter. 

IT 71652-55-1 

RL: BIOL (Biological study) 

(phosphorylation of. kinetics of) 

RN 71552-55-1 CAPLUS 

cn Glycine, H- (N- It rans - 4 - hydroxy- 1 - [N- [N2- <N2 -L- leucyl - L-arg i nyl > - L-arginy 1 J - 
L-alanyll -L-prolyl] -L-leucyl) - <9CI> (CA INDEX NAME)- 

Absolute stereochemistry. 
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Visuitl i zation ot N-protected peptides, amino acids and 
a mi no eye 1 itol antibiotics on a thin- layer chromatogram 

by uinhydrin 

Pandey, Ramesh C, Misra. Renuka; Rinehart, Kenneth 



Jr. 



Roger Adams Lab.. Univ. Illinois. Urbana. IL, 61801, 

USA 

Journal of Chromatography (1979), 170(2). 498-501 
CODEN: JOCRAM; ISSN: 0021-9673 
Journal 
Engl ish 

N-Acetyl amino acids and antibiotics were separated by thin- layer chrocnatog . 

on silica gel 0 plates, sprayed with concentrated HCI < . apprx. 37%) , heated 

120« tor 10-lS min, cooled, and then sprayed with ninhydrin <0.5% 

ninhydrin in 1-BuOH). The Rf values and spot colors for each of the 

compds. are listed. 

52931-43-8 64347-37-1 64406-43-5 

RL: ANT (Anaiyte) ; ANST (Analytical study) 

(thin- layer chiomatog . of, ninhydrin as spray reagent in) 
52931-43-8 CAPLUS 
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CODEM: JANTAJ; ISSN : 0O21-8B20 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The structure ol antiamoebin II was determined to be 

Ac-Phe-Aib-Aib-Aib-Iva-Gly- 

Leu-Aib-Aib-Hyp-Gly-Iva-Pro-Aib-Pro-NHCH (CH2Ph)CH20H (Aib - HNCMe3CO, 
- L-HNCMeEtCO) by an anal, of its hydrolysis products, IR spectra, 
electron impact mass spectra, and f ield-desorption mass spectra 
techniques . 

IT 66713-71-1 

RL: PROC (Process) 

(mol. structure determination of) 

RN 66713-71-1 CAPLUS 

CN Antiamebin II I9C1) (CA INDEX NAME) 
Absolute stereochemistry. 



a 



C— NH-CH— CH3— Ph 
I 



0 HHAC 

II ! 

NH--C-CH-CH2- P 



■I Me . ' 

■ » ^ -V 

■1- N 

| H Me 



1 1 ' „' >T 
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corporate source: sch . chem . sci . , Univ. Illinois, Urbana, IL, USA 
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H we 



XT... 



x. • 



V ,? Me Me 



112 N 0 



was coupled to H-Val -D-Gl u (OCH2Ph) -NH2 by di isopropylcarbodi imide/ 1 - 
hydroxybenzothiazole to give II (R4 = D-CHMeCO-Val -D-Glu (OCH2Ph) -KH2] 
PAGE 1-C which was deblocked by hydrogenol ys is to give I (R * Ri ■ H, R2 - Me, R3 = 

D-Me , X = Val, XI * D-Glu). Data on the immune adjuvant activities of I 
in guinea pigs and dogs and toxicity data on I in mice are given. 

IT 66111-91-9P 66112-02-5P 

RL: RCT (Reactant ) ; SPN (Synthetic preparation). PREP (Preparation),- RACT 

(Reactant or reagent) 

(preparation and deblocking of) 
RN 66111-91-9 CAPLUS 

CN D-.i-Glutamine. N2 - [ 1 - ( N-acetyl - 1 -o- (pheny lmethyl ) - 4 , 6 -O- 
y (phenylmethylene) - c»-muramoyl] -trans-4 - (phenylmethoxy) -L-prolyl ] - , 

phenylmethyl estei' (9C1) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS 1 
1973: 1914 Bl CAPLUS 
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immunological adjuvant compounds 
Jones, Gordon H . ,- Moffatt, John G. 
Jr. 



Ph-CHj-O C-CH2-CHJ CH MH C" 
H2N C O 



Nestor, John J. 



Syntex (U.S.A.). Inc 
Ger. Often.. 217 pp. 

COD EN : GWXXBX 

Patent 

German 



USA 



19901108 
1 9780404 
19780404 



CH Me 

I 

0 

a .0., 



APPLICATION NO. 

DE 1977-27IB010 

US 1976-680260 
US 1976-680618 
US 1976-680260 
US 1976-680618 
US 1977-777204 



19770422 

19760426 
19760426 
19760426 
19760426 
19770314 



Ph CH? O O ^ 
66112-02-5 CAPLUS 

a-D-Glucopyranoside. pheny lmethyl 2- (acetylamino) -3-0- [2- [2- ( I {1- 
(aminocarbonyl) -A -oxo-4 - (phenylmethoxy! hutyllamino) carbonyl) -4- 
( phenylmethoxy) - ) -pyrrol idinyl] -2 -oxoethyl ] -2-deoxy-4 , 6-0- 
(phenylmethylene) - I9CI ) (CA INDEX NAME) 



; l J 
Ph~CH2 0 C" CH2-CH2 CH NH C 



\HNCOR2 

r3chco— x-x1-nh 2 




C O 
CH 2 



Ph CM? 0 



AB D-Glucose-3-O-ylacyl peptides I (R = Rl - H, Cl-22-acyl; R2 - Cl-21-alkyl, 

C6-10-aryl; R3 * II, Cl-16-al ky 1 ; X * Gly, Ala, Val, Leu, He, L-HNCHEtCO, 

Ser, Thr, Met, Cys, Phe, Tyr, Trp, Lys , Orn, Arg, His, Glu, Oln, Asp, Asn, 

Pro, Hyp; XI - D-Asp. D-Glu), useful as immune adjuvants, were prepared 

Thus, glucopyranoside II <R4 = H) was treated with NaH and DL-MeCHClC02H 

in DMF and then methylated with MeOS02Me to give II (R4 - D-CHMeC02Me) 

which was saponified with aqueous NaOM to give II (R4 - D-CHMeC02H) (III). HI 



IT 66112-63-8P 66112-74-1P 

RL: spn (Synthetic preparation), PREP (Preparation) 
(preparation of) 
RN 66112-63-8 CAPLUS 

CN D-(t-01utamine, N2- |1 - EN-acetylmuramoyl ) - trans-4 -hydroxy- L-prolyU - 
(9CI) (CA INDEX NAME) 



NHAc 
I 

OH OH CH- CHO 
t I I 
HO CH?-CH- CH-CH-O O 
I II 
Me-CH-C 



H2M C - CH2 CH 2 



11 

! j? f NH2 
^"y^-C- NH- CH— CH2-CH2- C0 2 H 



Et O 
NH C C 



If 

c n 

> 

N 



<-CH C NH CH CH2~Ph 



66112-74-1 CAPLUS 

D- Glucose, 2- (acetyl Amino) -3-0- (2- [2 - I [ 11- (ami nocarbonyl ) -3- 
carboxypropyljaminoj carbonyl ] -4 -hydroxy- 1 -pyrrol idinyl ) - 2 -oxoethyl J -2- 
deoxy-, [2S- I2R* (S* ) ,4S" J 1 - (9CI) (CA INDEX NAME) 



OH OH CH-CitO O 
III il 
HO- CH2-CH CH-CH-0-CH2-C 



P' 



D C-NJi 2 
I I 

C— NH— CH—CH2- CH2~ CQ 2 H 



I' MO - C 

Ph-CH2 • CH-C NH 

Me C C Nl 

, II 

Me o 



II 

i-Pr i-Bu-CH-C N 

I II 

Me O CH C-NH CH2 C~ NH M«~ C 

tl I ii II 

Ho C C-NH 0 O 

I 



rr 
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alamethic. 
emerimicii 



molecular formulas 
Meng. H . Olson. 



CAPl.US COPYRIGHT 200*7 ACS on STN 
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Mass spectrometric determination of i 
for membrane -modi fying antibiotics 
P.ineh.irt. K. L. Jr..- Cook, J. C. Jr 
k. L . ,- Pflndey, R. c. 

Sch. Chem. Sci . , Univ. Illinois, Urbana, IL, USA 
Nature (London, United Kingdom) (1977), 269(5631), 
83 2-3 

CODEN: NAT DAS ; ISSN: 0028-0836 
Journal 
Engl i sh 

•e determined for val ine-gramicidin, isoleucine -gramicidin , 
lethicin II, antiamebin I, eroerimicin in, and 
modification of field desorption mass spectrometry 
involving the systematic addition of a series of alkali metal salts to solns. 
of the antibiotics and observation of the resulting shifts in the mol, ion 
region due to cationation. 
52931-42-7 52931*43-8 643-17-37-1 
RL: PROC (process) 

(mol. formula determination of, by mags spectrometry and cation exchange) 

52931-42-7 CAPLUS 

Emerimicin III ( 9CI) (CA INDEX NAME) 



- C C 

) 

Me 0 



H2N C CH2 CH 2 Et O 

R CH C NH C C ~ N' 



O Me O CH2~OH 

:. i ii i 

C- NH- C- C" NH-CH-CH2~Ph 



ACNH O 

! II Me-C- 
Ph CH2- CH-C-- Nil j 



i-Pr i-Bu - CH-C- - NH 

I I 

M« O CI1-C- HH-CH2- C~ NH Me~C~C- 

1 II I II II I II 

Me C - -C-NII O O Me O 

-c ■ nh 
II 



I M8 J x 0 



S /N 

N ' 
H 

N 

. > 



~-NH 
I 



I II 



64347-37-1 CAPLUS 

Antiamebin I <9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



T 
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QI For diagram <s) . s 
AB Bisnordeoxyamanir; 



CAPLUS COPYRIGHT 2007 ACS on STN 

1973:136936 CAPLUS 
88 : 136936 

Syntheses ot the skeleton of the anatoxins 
Wieland, T.; Buku. A.,- Altmann, R. 
Abt . Naturst . -chem . , Max -Planck -Inst . Med. Foraeh., 
Heidelberg, Fed. Rep. Ger. 

Pept . , Proc. Eur. Pept . Symp., 14th (1976), 523-8. 
Editor (a): Loffet, Albert. Editions Univ. Bruxelles: 
Brussels, Belg. 
CODEN: 3 6PZAV 
Conference 
English 
• printed CA Issue. 

was prepared by deblocking and hydrolyring 



peptide IJ (R • Me3C02C (BOO , Rl * Me, Hse - homoserine residue) 
and cyclizing the resulting II (t s II • HI. H- Asn-Hyp-Hse-Trp-Qly- Ile- 
Gly-OMe was treated with soc-Cys (CD -oh to give the indole-cysteine 
sulfide derivative wiiich was cyclized to give III. H- Asn- Hyp- I le-Trp-OMe • 
treated with BOC-Oly- Ile-Oly-Cys-OH to give peptide sulfide IV which was 
converted to 6 ' -riehydi oxy-S-deoxo-amanul 1 in (V) by a aeries of debloekings 
and cycli zHtiona, V was oxidized to give its (R) - and (S)-S-oxide deriva. 
The inhibition ot RNA polymerase II by the above amatoxin analogs ia 
given; maximum inhibition requires at least 5 C atoms in the 
isoleucine-related side chain and the absence of an <S) sulfoxide. 



IT 65518-14-1 

RL: RCT (Reactant) ,- RACT (Reactant or reagent) 

(peptide coupling of, with tripeptide derivative) 

RN 65518-11-1 CAPLUS 

CN L-Tryptophan, N- (N- ( 1 - L-nspa rag inyl -trans-4 - hydroxy- L- prolyl) - L- homos eryl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



rr 



S9409-00-6P 59409-01-7P 

RL: RCT {Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of) 
59409-00-6 CAPLUS 

Glycine, N- IN- [W- (N- [N- ( 1 - L-aspnraginy 1 - 1 rans -4 -hydroxy-L-prolyl ) - L- 
homoseryl] -2- [ [2-cai boxy-2- U(l, 1 -dimethy lethoxy) carbonyl ] amino} ethyl ) thio 
1 - L- tryptophy 1 ] g] ycyl ] - L- i sol eucyl) - , 1 -methyl ester (9CI) (CA INDEX 
NAME) 



:i 



NH- C~ OBu- L 



I 



S-CK2-CH-C0 2 H 



0 NH2 0 
II I II 
C-CH-CH2-C-NH2 

O CH2— CH2-OH I 

11 1 'ii X 

CH2-CH" NH-C-CH-NH-C- 
II 



_/ 



C— MH-CH2 



C- Nil- CH2~ C- HH- C1I-CH- EL 



59409-01-7 CAPLUS 

L -Tryptophan, L- a spa rag iny) - (4R) -4 - hydroxy- L- prolyl -L- i sol eucyl - 2 -mercapto- 



, methyl ester, {4-4 ■ ) -thioecher with N-[(i,i- 

d i met hy lethoxy) car bony 1 ] g 1 ycyl - L- i sol eucylg 1 ycyl -L- cysteine (9CI) (CA 

INDEX NAME) 



NH- C~ CH2 NH-C-OBu-t 



II I I 

NH C Ctli-NH-C-CH-CH Et 

-S- CH2~ CH C0 2 H 

CH2 CH - Nil C CH-NH- C~ ' 

: li N 

C-OM<; O CH - Et O I 
I C CH CHj 

o Me Ij 

O NH2 



5940b- 84 -3P 

Rl, •. PCT (Reactani'/ SPN (Synthetic preparai 
(Reactant or reaqont) 



PREP (Preparation); 
with cysteine derivative) 



(preparation Hnd reaction of. 

RN 594 08-84 -3 CAPLUS 

CN aiycine, N-(N-[N (H t tJ - ( 1 - L-asparaginy 1 - 1 rang -4 - hydroxy- L- prolyl > -L- 

homosery 1 3 - L- 1 rypi: ophy 1 | g lycy 1 ] - L- isol eucyl ) - , methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



rvvr 



6" 

HO. 



IT 69403 91-2 

Rl,; RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with cystei ne-contai ni ng peptide) 
RN S940B-91-2 CAPLUS 

CN L-Tryptophan, N- IN- (1 - l- aspa raginy 1 -trans-4 -hydroxy-L-prolyl) - L- isol eucyl) - 
, methyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



, N. MeO. ^0 

il 



5 



" l li r 
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Reptaibophol antibiotics. 2. Structures of the 
peptide antibiotics emerimicins III and IV 
AUTHOR (S): Pandey, Ramesh C.s Cook. J. Carter, Jr.; Rinehart, 

Kenneth L . , Jr. 

Sch. chem. Sci., Univ. Illinois, Urbana, IL, USA 
Journal of the American Chemical Society (1977) , 

99(15) , 5205-6 

COHEN ; JACSAT; ISSN: 0002-7B63 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

A8 The structures of emerimicins III and IV were determined as 

Ac-Phe-Aib-Aib-Aib-Val-Gly-Leu-Aib-Hyp-Gln-Iva-Hyp-X-Phol II; Aib - 

HNCMe2CO, Ivn - L - HNCMeEt CO , Phol - L-HNCH (CH2 Ph) CH20H , X - Ala] and I (X 

» Aib), resp., according tomass spectrometry data. The L- conf igurat ion 

was shown by the gas chromatog. separation of Cheir N- tr i f luoroacetyl Me ester 

derivs. on a 10* N- lnuroyl - n ■- tert -butyl - L- val inamide column. 

IT 64375-01-5 

RL: PRP (Properties) 
(miiss spectra of) 
RN 64375-01-5 CAPLUS 

CN Antiamebin I, S-L-valine-14 - (H- (1- ( (acetyloxy) methyl ) -2-phenylethylJ -2- 
methylalaninamidel -15-de IN- (1- (hydroxymethy 1 ) -2-phenylethyl ] - L- 
prolinamide) - . diacetate (ester), (S)- (9CI) . (CA INDEX NAME) 



H2N- C- CH2-CK2 
R — CH-( 



Me o CH2-0AC 
- till- C- C- HH- CH-CH2" Ph 



'A 



i-Pr i-Bu-CH-C WH 

I ! I 

Me 0 CH C" NH CH2 C-NH Me~C-C 

Il I ' :! Ill 

Me C "C-NH O O Me O 



I! Me C C Nli 

Ph~CH2 CH- C NH 



c -c 
: li 



C- NH ? 
II 



52931-42-7 52931-43-8 
RL: proc (Process) 

(mol . structure determination of) 
52931-42-7 CAPLUS 

Emerimicin III (9CI> (CA INDEX NAME) 



H2N C CH2 CH2 



Et O 
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C NH- CH,C 



CH2 - OH 
NH -CH-CH2- Ph 
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NH N 
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(CA INDEX NAME) 
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-NH-C-C N 

I V 



Me O CH2-OH 

i II I 

- NH-C-C- NH~ CH- CH2 ~ 



L6 ANSWER 53 9 OF 551 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
ACCESSION NUMBER: 1977:536371 CAPLUS 
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TITLE: Structure of antiamoebin I from high resolution field 

desorpcion and gas chromatographic mass spectrometry 

studies 

AUTHOR(S): Pandey. Ramesh C, ; Meng, Hsi; Cook, J. Carter. Jr.; 

Rinehart. Kenneth L . , Jr. 

sch. chem. Sci.. Univ. Illinois, Urbana, IL. USA 
Journal of the American chemical Society (1977), 

99U5). 5203-5 

CODEN: JACSAT; ISSN: 0002-7863 

Journal 
Engl ish 

The structure ot antiamoebin I was determined as 
e-Aib-Aib-Aib-Iva^ly- Leu- 

Aib-Aib-Hyp-Gln-Iv.i-Hyp-Aib-Pro-Phol lAib « HNCMe2CO, Iva - L-HNCMeBtCO. 
Phol « l-hnch (CH2Ph)CH20Hl according to the title methods. The 
L- configuration was shown by the gas chroma tog. separation of their 
N-tr i tluoroacetyl Mo eater derivs. on a lot N- lauroyl -N ■ - tert - butyl - L- 
val inamide column . 
64406-43-5 

RL: PRP (Properties) 

(field desorption mass spectra of) 

64406-43-5 CAPLUS 

Antiamebin I. triacetate (ester) (9CI) (CA INDEX NAME) 
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II I I 
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II i 
O Me 
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C— NH— CH— CH;— F 

li 1 

0 ch2-oac 



O NHAc 
H I 

C-CH-CH2~Ph 



l N 

| H Me 



f s I 



r n v 



Me. .X 



I 0 M? „e 



ii I 

C- NH- C- Me 



IT 64347-37-1 

RL: PROC (Process) 

(mol . structure determination of) 

RN 64347-37-1 CAPI.US 

CN Antiamebin I OCI) (CA INDRX NAME) 
Absolute stereochemistry. 
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AB H-Gly-Hyp-X-OH 
* PhCH202C, Su 
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Synthesis of peptides and derivatives of 3- and 
a - hydroxyprol i ne 
Adam3, Elijah 

Sen. Med., Univ. Maryland, Baltimore, MD. USA 
International Journal of Peptide (. Protein Research 

(1976). 8 <5), S03-16 
COD EH : 1JPPC3; ISSN: 0367-8377 
Journal 
Engl ish 

(I; X » Ala, ser, Leu) were prepared by coupling Z-Oly-OSu 
« succinimido) to 4 -hydroxyprol ine, esterifying the 



resulting Z-Gly-Hyp-OH with HOSu. coupling to H-X-OH, and hydrogenat ing . 
I (X » Hyp) was prepared by coupling Z-Gly-Hyp-OSu to H-Hyp-OCH2Ph and 
hydrogenat ing. Z-Gly-oSu was coupled to 3 -hydroxyprol ine (H-HypO)-OH) to 
give 2-Gly-Hyp (3 ) -OH which was coupled to H-Hyp-OCH2Ph by 
dicyclohexylcarbodi imide. The resulting tripeptide was hydrogenated to 
give H-Gly-Hyp(3> -Hyp-OH. H-G 1 y- Hyp -Hyp (3 ) - OH , H-Glu-Hyp- Pro-OH, 
H-Hyp-Hyp-OH. and cycl o {Hyp- Hyp) 
62147-12-OP 

RL: RCT (Reactant); SPN (Syntheti- 
(Reactant or reagent) 



also prepared 
preparation); PREP (Preparation); RACT 



(preparation and deblocking of) 
RN 62147-12-0 CAPLUS 

CN L-Leucine, N- [trans -4 -hydroxy- 1 - |N- [ (pheny lmethoxy) carbonyl 1 glycyll - L- 
prolyll- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




ACCESSION NUMBER: 19 77:5796 CAPLUS 

DOCUMENT NUMBER: 66:5796 

TITLE: Metabolic products ot microorganisms. Part 159. The 

aromatic amino acid constituents of ecninocandin Bt 
3 , -J -dihydroxyhomotyrosine 
Kel ler-Schierlein , Walter; Widmer, Joerg 
Org. -Chen. Lab., eth. Zurich, Swit*. 
Helvetica Chimico Acta (1976), S9<6), 2021-31 
CODEN: HCACAV; ISSN: 0018-019X 
DOCUMENT TYPE: Journal 
LANGUAGE : German 

AB 4-HOC6H4CHf0H)CH(0K)CH(NH2)CO2H (I) is a constituent of the antifungal 
antibiotic echinoenndin B . When tetrahydro-echinocandin B (ID was 
treated with CP3C02H and MeOH, H-Thr • Hyp- NHCH (CH2COC6H40H-4 ) C02Me was 
obtained. Periodate degradation of II gave 4-H0C6H4CH0, and I was obtained 
from mild acid treatment of II. 4 - AcOC6H4CH2COCH2NMAc, which has been 
Obtained from the acid hydrolysis of ecninocandin B, was prepared 

IT 6U72-75-6P 61172-77-BP 

RL: SPN (Synthetic preparation); PREP (Preparation) 
. (preparation ot ) 

RN 61172-75-6 CAPLUS 

CN Butanoic acid, L- threonyl -trans -4 - hydroxy- L- prolyl -4 - (4 - hydroxy pheny 1 ) -4 - 
Oxo-2-amino- . methyl ester (9CI) (CA INDEX NAME) 



O NH2 I 
II ' I 
C- CH CH-M 
i 



C~ NH CH" CH? 
O C~OMe • 



61172-77-B CAPLUS 

Butanoic acid. L- threonyl - trans -4 - hydroxy -L- prolyl -4 - (4 -hydroxy- 3 - 
su) fophenyl ) -4 -oxo- 2-amino- , l-methyl ester (9CI) (CA INDEX NAME) 



IT 62147-13-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 

RN 62147-13-1 CAPLUS 

CN L-Leucine, N- ( 1 -gl ycyl -t inns- 4 • hydroxy- L- prolyl ) - (9CI) 
Absolute stereochemistry. 



(CA INDEX NAME) 



Y 



O NH 2 I 
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61172 -76-7P 

RL. SPN (Synthetic preparation); PREP (Preparation) 

(preparation ot . i rom decomposition of tetrahydro-echinocandin B) 

61172-76-7 CAPLUS 

Butanoic acid. L-threonyl -trans-4 -hydroxy- L-prolyl -4 - U-hydroxyphenyl ) -4- 
Oxo-2-amino- (9C1) (CA INDEX NAME) 



NH 2 OH 
I I 

CH - CH - Me 

O C0 2 H C 

S ■ 1 1 

>- C - NH- CH-CH 2 -C 
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reptide syntheses, LX . Synthesis of 

dinor-S-deoxoamaninamide and of two diastereoisomer ic 

6 ' -dehydroxyamanul 1 ines 

Buku. Angel iki; Altmann, Renate; Wieland, Theodor 
Abt. tintii r st . -chem. , Max- Planck- Inst . Med. Forach . . 

Heidelberg, Fed. Rep. Ger. 

Justus Liebigs Annalen der Chemie (1976), (3), 417-31 
CODEN: JLACBF; ISSN: 0075-4 617 

Journal 
German 



CHR 3 CHR5R- 
NH CHCONHCHC0NHCH 2 C0NH 
I 



S H 
I 



CH 2 

COCHNHCOCHNHCOCH 2 HHCO 
CH 2 CONH 2 



59408-92-3P 

RL: rct (Reactant),- SPN (Synthetic preparation); prep (Preparation); RACT 
(Reactant or reagent) 

(preparation and peptide coupling reactions of) 
594 08-92-3 CAPLUS 

L-Tryptophan, N- (N- (l-L-asparaginyl - 1 rans -4 - hydroxy-L-prolyl ) - L- isoleucyl) - 
, methyl ester, monottri f luoroacetate) <3alt> (9CI) (CA INDEX NAME) 



CM 



1 



tereochemist ry . 



AB Dinoi -S-deoxoamaninamide I (Rl « R3 - H, R2 = OH) was prepared from the 

thioether Asn-Hyp-Hse -Trp (R> -Gly-I le-Gly-OMe (Hyp » hydroxyprol ine , Hse • 
homoserine, R * L-SCH2CH (C02if) NHC02CMe3 ) which was obtained from the 
tryptophan containing hexnpeptide and Me3C02c-Cya -OH . 6 ' - Dehydroxy-S- 
deoxoamanull ine I (Rl * R3 » mo, R2 • H> and the corresponding R and S 
sulfoxides were prepared front Asn-Hyp- lle-Trp-OMe and Me3C02C-Gly- Ile-Gly- 
Cys-OH by 2 cyclization reactions and oxidation with H202 in HOAc. 

IT 59408-90-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and partial deblocking of) 

RN 59408-90-1 CAPLUS 

CN L-Tryptophon. N- IN- (1- [N2- [(1,1 -dimet hyl ethoxy ) carbonyl ] - L- asparagi nyl 1 - 
tran3-4-hydroxy-L-prolyl 1 -L-isoleucyl) - , methyl ester (9ci) (CA INDEX 

NAME) 

Absolute stereochemistry. 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



r 
I 

F-C-C0 2 H 
F 



IT 59408-83-2P 5940H-B4-3P 59409-OD-6P 
69409 -01 -7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 
RN 59408-83-2 CAPLUS 

CN Glycine, N- IN- (N- IN- [N ltrans-4-hydroxy- 1- [N2- { (pheny lmethoxy) carbonyl J -L- 



asparaginyl] -L-prolyl] -0- (phenylmethyl > - L- homoseryl 1 - L- tryptophyl ) glycyl ) - 
L- isoleucyl] - , methyl ester (9CI) (CA index name) 

Absolute stereochemistry. 




RN 59408-84-3 CAPLUS 

CN Glycine. N- [N- [N- |M- |N- (1 - L-aKparagi nyl - trans-4 - hydroxy- L- prolyl ) - L- 

homoseryl] -L- tryptophyl Iglycyll - L- i soleucy 1 )- . methyl ester (9CI) fCA 
INDEX NAME) 

Absolute stereochemistry. 




Nit 2 O 



59409-00-6 CAPLUS 

Glycine, N- (N- Hi- lit- In- <l-L-aspai:-aginyl-tran3-4-hydroxy-L-prolyl> -L- 
homoseryl) -2- [ {2-carboxy- 2- ltd. 1 -diroethylethoxy > carbonyl ) amino) ethyl 1 thio 
) -L-tryptophyll glycyl) -I,- isoleucyl] -, 1 -methyl ester (9CI) (CA INDEX 
NAME) 



NH C OBu-t 
- CH2 CH - C0 2 H 



"CH2 CH-NH-C- 



CH2~ CH2-OH 
CH-NH 



ii I II 

C~ CH~ CH2~ C-NHj 



C- NH- CH2 C OMe 



C-JM CH2 C NH-CH- CH" Bt 



RN 59409-01-7 CAPLUS 

CN L-Tryptophan. L-asparaginyl - (4R) -4 -hydroxy- L-prolyl - L- isoleucyl - 2 -raercapto- 
, methyl ester, M-4 ' ) - thioether with N- 1(1,1- 

dimethylethoxy) co tbony 1 J glycyl - L- isoleucyl glycyl - L- cysteine (9CI) CCA 

INDEX NAME) 



NH C- CH2 - NH C-OBu-t 



.-Tv. N. 

O- 



NH C CH 2 -NH-C-CH CH 
I 

y S-CH2~CH C0 2 H 

- CH2 CH" NH C CH- NH- C~ ' 

II N 
C OMtf 0 CM Et O 



C CH CH2 C * NHj 

.1 

O NH 2 O 
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New antibiotics 

Aigoudelia. Alexander D . ; Johnson, LeRoy Emanuel 

Upjohn Co. 

Cer . of fen. , 50 pp. 

CODEfJ : GWXXBX 



DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



DATE 



APPLICATION NO. 



DATE 



DE 2352693 

US 3821367 

GD 1383874 

JP 49071195 

NL 7314397 

FR 2208646 
PRIORITY APPLN. ' 



197-104 25 
19740628 
19750212 
19740710 
1974 04 2 6 
197-10628 



C68H109H13O19, 



DE 1973-2352693 

US 1972-300433 

GO 1973-42366 

JP 1973-112418 

NL 1973-14397 

FR 1973-37716 

US 1972-300433 

11. p. 261. 4", EM-3. 
C31H127N17022, m. 



19731020 
19721024 
19730910 
1973100B 
19731019 
19731023 
19721024 



. C9 1 1! 1 4 6N 1 8026 , 
256.9°, and EM-4 , 
239.8°, were obtained in leo, 250, and 410 mg yields, resp. , 
byaerobic fermentation of 5 ml Emer ice 1 lop3i s microspora 333 NRRL 5648 
inoculum/100 m! medium in the presence of SO mg 4 ( R) - propyl - L-prol ine/ 100 
ml medium {added after 2-1 hr) lor 192 hr at pH 7.2 and 28", 

filtration of the fermentation liquor 110 1.). and chromatog. on silica gel. 
The antibiotics were recognized as polypeptides and had bactericidal and 
protozoacidal activity. 
52931-42-7P 52931-43-8P 
RL: PREP (Preparation) 

(preparation of) 
52931-42-7 CAPLUS 

Emeriroicin III (9CI) (CA INDEX NAME) 



H2N C- CH2 CH2 



O Me O CH2-0H 

I; li I 

C NH- C C NH-CH -CH2~Ph 



H2N- C-CH2 — CH; 



Et O 

I li 

C-HH-C C- 
II I 



II I If 

C-NH—CH-C- 

6 

\ 

0H 



NH-CH- CH2-Ph 



i-Pr i-Bu-CH-C NH 

. ' I 1 

fir o CH-C-HH-CH?* C -NH Me-C~C — 

', ; !l II I II 

Me- C ■ C NH O 0 Me 0 



II Mo-C C-HH 

Ph CH2" CH-C-H)) | |] 

I I 6 

Me- C- C" NH 

l :■ 

Me o 



i-Pr i-Bu-CH-C- 

I I 

O CH-C-NH CH2 C~ NH Mo 

II I 1 II 



-c-c — 

j li 

Me o 



Ph-CH2 ~ CH-C- NH 
I 

Me"C C- 
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CAPLUS COPYRIGHT 2007 ACS On STN 
1974:4 11172 CAPLUS 
81 : 1 1772 

Emerimicins II, III, and IV, antibiotics produced by 
Emericel lopsis microspore in media supplemented with 
trans -4 -n-propyl -L-prol ine 
Argoudel is , A. D. ; Johnson, L. E. 
Res. Lab., Upjohn Co., Kalamazoo, MI, USA 
Journal oC Antibiotics 11974), 27(4), 274-82 
CODEH: J ANT A J; ISSN: 0021-8820 
Journal 
Engl i sh 

Emerimicins II, ill, and iv were new antibiotics produced by E. microspora 
when 4 -trans-n-propyl-L-prol ine (propyl proline) was added to the fermentation 
medium. Emerimicins were similar to antiomoebin and stilbellin. However, 
all emerimicins were di t'f erent i ated from the latter antibiotics. Propyl 
proline apparently induced the production of the new antibiotics since the 
amino acid did not incorporate into the mols. of emerimicins II. Ill, or 
IV. 

52931-42-7 52931-43-8 

RL: BIOL (Biological study) 

• (a new antibiotic) 
52931-42-7 CAPLUS 

Eraerimicin III (9CI) (CA INDEX NAME) 



H2N C-CH2 CH 2 



C-NH- C C" 



CH2-OH 
■ NH * CH- CH2~Ph 



- CH- C NH C C " 



C H 2 C i 1 2 

R — CH-C- NH- 
lt 



I I! 



C-MH-CH C- 



6 



CH2~ OH 
•NH-CH- CH2~Ph 



AcNH O 

li I 
Ph~CH2 CH-C- NH 



Me O CH" C- NH CH2 

: II I *i 

Me- C - C-NH O 



i-Pr i -Bu- CH-C NH 

: I i 

M>> Mo O CH-C-IJJ1-CH2- C NH Me ■ C~ C~ 

) ill II H .! II 

Me C — C Nil O O Me 0 

AcHH o ; 

! I! mo -c-*- c-nh 

Ph- CH 2 " CH-C- jJH j j] 

Me-C-C - NH 
I I 



c- c — 

I II 

He o 
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AB Tryptic attack of cell 
extensin by t 



glycopept 



CAPLUS COPYRIGHT 2007 ACS on STN 
1973:57583 0 CAPLUS 
79:75B30 

Galactosyl serine in extensin 

Lamport, Derek T. A.,- Katona, Laura,- Roerig. Sandra 
Plant Res. Lab., Michigan state Univ., East Lansing, 

MI , USA 

Biochemical Journal (1973), 133(1), 125-32 

COD EN: BIJOAK; ISSN: 0264-6021 

Journal 
Engl i sh 

a 11 3 of tomato after the removal of arabinose from 
ir 1 hr at pll 1. 100°, yielded a 



e of sequence Ser- llyp-Hyp-Hyp-Hyp- Ser -Hyp- Lys . containing 
esidues. NaOH-NauiM or NaOH-Na2S03 converted serine to al 
or cysteic acid, releasing galactose, but the reaction was only complete 
it the N-terminal serine was maleylated or 3-carboxypropionylated . 
Galactose is probably attached O-glycoaidically to each serine. NZH4 
destroyed serine in cell walls and in the glycopeptide. but not in 
nony lycosylatec! serine, showing that the galactosylserine link is 
sensitive to N2H1 . 
IT 50828-77-8 

RL: RCT (Reactant); RACT {Reactant or reagent) 
(reaction of. with alkali and hydrazine) 
RN 50828-77-8 CAPLUS 

CN L- Lysine , N2 - ( 1 - [O- D-gal actopy ranosyl - N- [ 1 - 1 1 - ( 1 
L-seryl) -4 -hydroxy-L-prolyl 1 -4 - hydroxy- L- prolyl ] 
hydroxy -L- prolyl 1 -L-seryl 1 -4 -hydroxy-L-prolyl ) - 

Absolute stereochemistry. 



ne 



[1- (O-D-galactopyranoayl - 
« -hydroxy-L-prolyl] -4- 
(9CI) (CA INDEX NAME) 



HO^ ^ 

HO^^ ! ^ 




j 1 



-N s <CH 2 >4 
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CAPLUS COPYRIGHT 2007 ACS On STN 
1971:406287 CAPLUS 
75:6287 

75 : 1047a, 1060a 

Synthesis of some tripeptides containing serine, 
glutamic acid, and imino acids 
AUTHOR ( S) : Poroshin, K. T . ; Khalikov. Sh. Kh.; Pesina, Q. A.; 

Shibnev, v. A. 

Inst. Mol . Biol., Moscow. USSR 

Izvestiya Akademii Nauk SSSR. Seriya Khimicheskaya 
U970), (8), 1823-5 
CODEN: IASKA6; ISSN: 0002-3353 
DOCUMENT TYPE: Journal 
LANGUAGE: Russian 

AB Carbobenzoxy-Gly-Di.-Ser (I) in THK containing Et3N treated at -1Q» with 

i»o-Bu02CCl, followed by L-proline benzyl ester-HCl and Et3N. and kept 24 
hr, gave the benzyl ester of carbobenzoxy-Gly-DL-Ser-L-Pro which with H 
over Pd gave Gly-DL-Ser-L-Pro. Similarly, I with the benzyl ester of 
L-hydroxyproline gave the benzyl eater of carbobenzoxy-aly-DL-Ser- L-Hyp, 
which gave 80% 01 y-DL-Ser-L-Hyp; similarly, I and the di benzyl ester of 
glutamic acid gave the corresponding ester of the peptide which was 
converted to 98% Gly-L-Pro-L-Glu . Carbobenzoxy-Gly- Pro and the 
p-nii robenzyl eater of DL-serine-HBr gave the peptide ester which was 
hydrogenolyzed over Pd to Gly-L- Pro-DL- Ser . Similarly prepared was the 
p-nitrobenzyl eater of carbaben zoxy-Gly- L-Hyp-DL-Ser which gave 85% 
Gly-L-Hyp-DL-Ser . Caibobenzoxy-Gly-L-Hyp and dicyclohexylcarbodi imide in 
THF-MeCN containing Et3N and dibenzyl glutamate gave the benzyl ester of 
carbobenzoxy-Gly- L Hyp- L- (benzyl ester)Glu, which hydrogenated to 
Qly-L-Hyp-L-Glu . Similarly, carbobenzoxy-Gly- Ser was converted to the 
p-nitrobenzyl ester of cnrbobenzoxy-Oly-DL-ser-Gly. "which gave 90% 
Gly-DL-Ser-Gly . 

IT 32302-79-7P 

RL: SPN (Synthetic preparation),- PREP (Preparation) 
(preparation of) 

RN 32302-79-7 CAPLUS 

CN L-Glutamic acid, g lycyl - (4R) - 4 -hydroxy- L- prolyl - (CA INDEX NAME) 



Absolute stereochemistry. Rotation (•) 



"I 



r 
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CAPLUS COPYRIGHT 2007 ACS on STN 
197] : 5-1 165 CAPLUS 
74 : 5-1165 
74 : 8753a, B7S6a 

Mass-spect.rometric determination of the amino-acid 
sequence in peptides. XVI. Synthesis of 
arginine-containing peptides 

Vinooradova. E. I.; Alakhov, Yu . B . i Lipkin, V. M . ; 
Aldanova, N . A..- Feigina, M. Yu . , Shvetaov, Yu . B.; 



Fori 
Insi 



A . 



DOCUMENT TYPE : 
LANGUAGE: 

AB Treating Me estei 
N-hydroxysucci 



Khim. Prir. Soedin.. Moscow, ussr 
Zhurna) Obshchei Khimii (1970), 40(6), 1365-96 

COD F.N ; ZOKtlA-1; ISSN: 0 044-46OX 

Journal 
Russian 

HCl salt of nitro-L-arginine in dioxane with Et3N and 
idyX acetate is hr gave Me ester of N-acetylnitro-L- 



arginine, m. 147-9", which with AcOH-MeOH a9 solvent was 
hydrogenated over Pd to AcOH . Ac-L-Arg-OMe, an oil; caproic acid and Et 3N 
in THF treated at -5° with ClC02Et, followed by Cu complex of 
lysine, held 12 hr, then treated with aqueous HCl gave N- caproyl • L- lysine , m. 
227-9°,- this wieh MeOH-llCl gave the Me ester HCl salt. Decanoic 
acid treated as above gave H-decanoyl -L- threonine, and the 
decanoyl -L-argi nine, m. 165-9°. Similarly prepared was Me ester of 
N-decanoyl-L-tyrosine. m. 65-fi°, which saponified to 
decanoyl -L- tyros ine, m. 114-16*; this was converted by 
N- hydroxysucci n i mide method into N- hydroxysuccinimidyl ester m. 
150-2°. Me ester of L-histidine was acylated and converted into 
hydrazide of H-decanoy ) • L- hi st i dine , m. 215-16°. Acylation with 
decanoyl chloride of Me ester of L-hydroxyprol ine-HCl and treatment with 
N2H4 gave N-decanoyl - L- hydroxyprol ine hydrazide, m. 150-1°. Esters 
of the amino acids treated with ClC02Et and Et 3N in THP in the cold, or 
with N-hydroxysuccinimidyl ester of N-acylamino acid and Me ester of amino 
acid and Et3N, or with M. O-bl ocked amino acid and Me ester of 
nitro-L-arginine and d i - eye lohexy 1 ca rbodi imide in THF gave the eaters of 
N-acyl peptides such as tert-PuQ2C-L-Arg (N02) -L-Leu-OBz . Taking up the Me 
ester of tert -butoxycarbonyl dipeptide in CF3C02H and holding 1 hr, or 
treating Me ester of ca rhob-*nzoxy dipeptide with saturated HBr in AcOH 2 hr at 
room temperature, or trotting Me or benzyl ester of tert -butoxycarbonyl 
dipeptide with saturated HCl in MeOH - Et 20 gave the dipeptide Me or benzyl 
esters, such as CF3C02H . - L- Phe-L-Arg (N02) -OMe . Removal of the blocking 
groups with CF3C02H , H, and Pd. gave CF3C02H . -L- Phe- L-Arg (N02) -OH . 
M- (tert -Butoxycarbonyl ) ni L ro- L- arg i n i ne and L- leucyl -D- a lan ine Me 
ester-HBr gave tert- Hu02C- L- A t g ( M02 ) - L- Leu -D- Ala -OMe , m . 106-8°. 
Treating N-decanoyl - L-asp u ay l ne with Et3N-pyridine in DMF, followed by 
Me3CCOCl at -10°, followi'r) by Et3N and CF3C02H . - L - Phe - L-Arg (NO 2 ) - 
OMe gave decanoyl -L-Asn-L- Phe- L-Arg (N02 ) -OMe . Saponification of Me esters of 
decanoyl peptides or hyrtrogenat ion of nitroarginine derivs. or treatment 
of the peptides in the form of acetate or tri f luoroacetate with 
N-hydroxysucciiiimidyl ester of decanoic acid in dioxane 1 day, gave 
N-decanoyl peptides, such as decanoyl - L-Arg (N02 ) - L- Leu- D- Ala -OH , m. 
2Si-3°. Action of n-hyrit oxyrucci n imi dy 1 decanoate on acetates of 



appropriate amino acid ester acetates and hydrogenolysis of esters of 
N-decanoyl peptides with nitroarginine links gave the Me esters of 
N- acylated peptides, such as decanoyl - L-Arg -L-Arg- L- Leu -OMe . About 13 
peptides were prepared as model substances for atudy of possibility of usin-i 
mass spectroscopy to determine the amino acid sequence in peptides. 

IT 30611-44-0P 3066B-5T-6P 

RL: SPN (Synthetic preparation) ,- PREP (Preparation) 
(preparation oi) 
RN 3061 1 -44 -0 CAPLU« 

CN Alanine, N- [N- (N2 - <l -decanoyl -4- hydroxy- L-prolyl ) -N5- (nitroamidino) - L- 
ornithyl) -L- leucyl 1 -3-phenyl- , methyl ester, L- (BCD (CA INDEX NAME) 

Absolute stereochemistry. 



y 

V 



o { 



'I 



2)3 > 



30668-57-6 CAPLUS 

Alanine. N- in- IN2 ( I -decanoyl -4 - hydroxy- L-prolyl ) -L-arginyl J -L-leucyll -3- 
phenyl-, methyl ester, monoacetate (salt), L- IflCI) (CA INDEX NAME) 



Absolute stereochemist ry . 



^(CH 2 )b^j.O o j, NH 
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CAPLUF C)PY 
1S6*> : 1 ISbSl 
70 : 1 19 554 
70 : ?1603a, ?1606a 

Syni he-sis and pharmacological activity of 
9 - (1 - 3 lan it** - lysine -vasopressin, 

&-de i.nido- 1 ysi ne - vasopress in , 7 - L- hydroxyprol ine- 
lysir.o\MKtpressin, and 4 -D-glutamine- lysine- 

vasoi resf; i n 

Dutta, A. p.,- Annnd, Nitya,- Srimal, R. c. 
Div. Med, chem.. Cent. Drug Res. Inst., Lucknow. India 
Indian Journal of Chemistry (1969), 7(1), 3-8 
CODLii : IJOCAP,- ISSN: 0019-5103 
Join rial 
Engl i si) 

9-p- Alanine- lysine- vasopressin ( I > , 9-deamido- lysine- vasopressin 
(II), 7- L-hydroxyprol inc- lysi ne- vasopressi n, and 4 -D-glutami ne- lysine- 
vasopressin were synthesized. Pharmacol, testing shows that none of the 
samples has significant vasopressor activity,- I and II showed 
anci vasopressin activity. 
22031-85-2P 22031-86-3P 22031-87-4P 
22031-88-5P 22031-89-6P 22031-90-9P 
22031-91-OP 

RL: SPN (Synthetic prepnt »t ion) s PRE P (Preparation) 
(preparation of) 

22031-85-2 CArLUS 

Glycine, N- [N2- H - [3 - (ben*yl thio) -N- car boxy- L-alanyl ) -4 - hydroxy- L- prolyl ] - 
N6- (p-tolylsul Sonyl ) -l.-ly.iyl ! - , H-benzyl ethyl ester (BCD (CA INDEX 
NAME) 



Absolute stereochemistry. 




2203 1-86-3 CAPLUS 

Glycinamide, s- benzyl -N cirbtxy-L- cystei nyl - 4 -hydroxy- L- prolyl -N i 
(p-tolylsulfonyl) -L-lysyl • , benzyl ester (8CI) (CA INDEX NAME) 



N 

P 



r 



RN 22031 -B7-4 CAPLUS 

CN Olycinamide , N2-carboxy- L-asparag inyl - 3-benzyl - L- cysteinyl -4 -hydroxy-L- 



prolyl-NK- (p- tolyl su 1 f ony 1 > - L-lysyl • 
INDEX NAME) 



Absolute stereochemistry. 
H 2 N -O 



benzyl ester (8CI) (CA 



T 



r 



S (Cil 2 )4 



RN 22031-88-5 CAPLUS 

CN Glycinamide, N2 -ca i noxy- L-g lutaminy 1 - L-asparag inyl - S- benzyl - L- cysteinyl -4 - 
hydroxy- L-prolyl -N •: - (p-tolyl sulf ony 1 ) - L- lysy 1 - , benzyl ester (BCD 
(CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemi jtry . 




RN 22031-89-6 CAPLUS 

CN Glycinamide, N- car boxy -L-phenylalanyl -L-glutaminyl-L-asparaginyl-S-benzyl- 
I. - cya teiny 1 -4 - hydroxy-L-pro I y 1 - N r.- (p- tol ylsul fonyl ) - L- lyayl - . 
benzyl ester (bci) (CA INIJEX NAME) 

AbBolute stereochemistry- 

PAGE 1-A 

O 

I! 

H 2 H^ ^ 




HO 



RN 2 2031-90-9 CAPLUS 

CN Glycinamide, O-be/i zy 1 - N- car boxy- L- tyrosyl - L- pheny la lanyl -L-gl utaminyl -L- 
aaparaginyl -s- benzyl -L-cysteinyl - a - hydroxy - L- prolyl -N e- (p- 
lolylsul fonyl) -L- lysyl-. benzyl ester (BCI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

NH 2 

o Ph ■ 



Ph 




o 



ho' ' " 




RN 22031-91-0 CAPLUS 

CN Glycinamide. 5- benzyl - N- carboxy- L- cyste i ny 1 - L- tyrosyl - L- phenyl a lanyl - L- 
gnitaminyl-L-aspiu «ginyl -s- benzyl -L-cysteinyl -4 - hydroxy- L- prolyl - 
Ni:- (p-tolylsuHonyl) -L-lysyl - , benzyl ester <8CI) (CA INDEX NAME) 

Absolute stereochemistry. 



( i 5 "" r 
» :i i "° ii 

QS O \ ,NH2 H 

T 
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CAPLUS COPYRIGHT 2007 ACS On STN 
1969:88238 CAPLUS 
70 : 88238 

70 : 16517a, i6S20a 

Preparation ot polypeptides with stable conformation 
as possible models ot esterase activity 
Khalikov. Sh. Kh.. Poroshin, K. T.,- Shibnev. V. A. 
Tadzh. Gosuniv. im. Lenina. Dushanbe. USSR 
Doklady Akademii Nauk Tadzhikskoi SSR (1968). 11 <9). 

28-31 

CODEN: DANTAL: ISSN: 0002-3469 
Journal 
Russian 

The synthesis of 2 polypeptides: (Gly-Hypro-Ser) n (I) and (Gly-Hypro-Olu) 
(111 is described. Hydrogenat ion of 0.91 g, 2 , 4 , 6-trichlorophenyl ester 
of 2-Hypro-Ser-Gly (Z - carbobenzoxy) on Pd in a Me OH solution containing 
ml. 12N HCl 2.5 hrs. gave 0.51 g. 2 . 4 , 6 - tr ichlorophenyl ester of 
Hypro-Ser-Gly.HCl (ill), m. 180» (decomposition), (a] 202 - 
16. 2'. To 5.26 g. 2 , 4 , 6-trichloropheny! ester of 

HCO-Hypro-Glu (OCH2Ph) -Gly in 20 ml. Me OH was added 2.1 ml. 12N HCl. the 

mixture kept 47 hrs. at 20 s , evaporated in vacuo at 20-35" and 

worked up to give 3,8 g. 2, 4 , 6-trichlorophenyl ester of 

Hypro-Glu (OCH2 Ph) -Gly. HCl (IV) , m. 165°. To 0.505 g. Ill dissolved 

in 0.5335 g. 60% Me2SO at 45-50» and cooled to 20«, was 

added 0.16 ml. EtiN, the mixture stirred by shaking 30 min.. kept 6 days 
20°. then MeOH and Et2o added to give 0.093 g. I. insol . in MeOH . 
and 0.15 g. soluble product, mol . weight 6130. similarly, 0.9822 g. IV i 
0.7304 g. 57% Me2SO with 0.225 ml. Et 3N gave after 10 days 0.67 g. 
polypeptide [Hypro-Gl u (OCH2Ph) -Gly I n (v) , mol. weight 8500. Dialyzing 0. 
g. V in 7 ml. H20 8 hrs. at 30-40° and lyophilizing gave 0.1488 g. 
polypeptide. Dissolving 0.17 g. nondialyzed V in 18 ml. MeOH. and 
hydrogenat ing 1.5 hrs. on Pd gave 1.4 g. it. 
28679-85-8P 
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AD Analogs of oxytocin (I) were synthesized in which proline in the 

7-position was substituted by either i.-pipecolic acid moiety (L-Pip) or 
L-hydroxyproline moiety <L-Ilyp) . Studies using frog bladder tissue 
indicated that both analogs, depending on the concentration, raised the 
permeability for H20 transport according to the osmotic gradient. For Na 
transport on frog tissue expts. showed both analogs active. While both 
analogs showed wide oxytocic activity, the magnitude was smaller with 
L-pipecolicT- oxytocin showing 1Q\ of the activity of I and 

L-hydroxyproline 7 -oxytocin, 6% . The peptides were prepared thus (all amino 
acids are in the L-form,- 2 • PhCH202C) : Treating 225 mg. of 
Z-Cys(CH2Ph> -Tyr-Ile-Glu<NH2) -Asp (HH2 > -Cys (Cl(2Ph) -OMe dissolved in 2.5ml. 
Me2NCH0 (DMF) with 1.2 ml. N2JM overnight gave the corresponding hydrazide 
(II), m. 245°. Alter conversion of 107 mg . of II in DMF to the 
azide with HC1/NAN02, the product w; t g combined with 34 mg. 
Pip-Leu-Gly-«H2HC1 . after its release trom the salt with NEt3 . 
Z-Cys(CH2Ph) -Tyr-Jle-Glu (NH2) -Asp(MH2> -Cys(CH2Ph) - Pip- Leu-Gl y-NH2 (III) 
was isolated as a crystalline material (62%). m. 237*. Treatment of III 
with anhydrous iiF and then oxidation by nir gave L-Pip7-oxytocin . Similarly, 
from 107 mg. oi II converted to the nzide and 35 mg. of 

Hyp-Leu-Gly-NH2.HCl was isolated 67* crystalline Z-Cys <CH2Ph) -Tyr- I le -Qlu <NH2 ) - 
Asp(NH2) -Cys (CH2Ph) - Hyp - Leu - Gly - NH2 (IV), m. 239°. 
Treatment of IV with HP and then air gave L- hydroxyprol ine7-oxytocin. 
Also prepared trom 92 mg. of II and 26 mg . of Pro- L,eu -Gly - NH2 (m. 
120°) was Z-Cys (CH2Ph) -Tyr- Ile-Glu (NII2) -Asp(NH2) -Cys(CH2Ph> -Pro-Leu- 
Gly -KH2 , m. 23*,«. This treated with HF and then air gave I. 
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CN Glycinamide. s-benzyl -N -ca rboxy- L- cys tei nyl - L- tyrosyl - L- isoleucyl - L- 

glutaminyl-L-aspaiaginy 1 - s-benzyl -L-cysteinyl -4 - hydroxy- L- prolyl - L- leucyl - 
, benzyl ester (8CI) (CA INOKX t JAM E ) 

Absolute stereochemistry. 
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